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Substituted methylene amide derivatives as Modulators of Protein Tyrosine 

Phosphatases (PTPs) 

Field of the invenfion 

The present invention is related to substituted methylene amide derivatives of formula (I), 
in particular for the treatment and/or prevention of metabolic disorders mediated by insulin 
resistance or hypdrg^ycemia, comprising diabetes type I and/or n, inadequate glucose 
tolerance, insulin tdsistance, hyperlipidemia, hypertriglyceridemia, hypercholesterolemia, 
obesity, polycystic ovary syndrome (PCOS). The compounds of this invention are 
particularly useful in the treatment of type IE diabetes, obesity or the regulation of appetite. 
Specifically, the present invention is related to substituted methylene amide derivatives for 
the modulation, notably the inhibition of the activity of PTPs, in particular of PTPIB. 

Backeoround of the invention 

The prevalence of insulin resistance in glucose intolerant subjects is well known. Reaven et 
al (American Journal ofMedicine^ 60, 80 (1976)) used a continuous infusion of glucose 
and insulin (insulin/glucose clamp technique) and oral glucose tolerance tests to 
demonstrate that insulin resistance exists in a diverse group of non-obese, non-ketotic 
subjects. These subjects ranged from borderline glucose tolerant to overt, fasting 
hyperglycemia. The diabetic groups in these studies included both insulin dependent 
(IDDM) and non-insulin dep^dent (MDDM) subjects. 

Coincident with sustained insulin resistance is the more easily determined hyper- 
insulinemia, which may be measured by accurate determination of circulating plasma 
insulin concentration in the plasma of subjects. HyperinsulinCTnia may be present as a result 
of insulin resistance, such as is in obese and/or diabetic (NIDDM) subjects and/or glucose 
intolerant subjects, or in IDDM subjects, as a consequence of over injection of insulin 
compared with normal physiological release of the hormone by the endocrine pancreas. 
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The association of hyperinsulinemia and insulin resistance with obesity and with ischemic 
diseases of the large blood vessels (e.g. aflierosclerosis) has been well established by 
numerous experimental, clinical and epidemiological studies (Stout, Metabolism, 34, 7 
(1985)). Statistically signiiBcant plasma insulin elevations at 1 and 2 hours after oral 
glucose load correlate with an increased risk of coronary heart disease. 

Since most of these studies actually excluded diabetic subjects, data relating the risk of 
atherosclerotic diseases to the diabetic condition are not as numerous, but point in the same 
direction as for non-diabetic subjects. However, the incidence of atherosclerotic diseases in 
morbidity and mortaUty statistics in the diabetic population exceeds that of the nondiabetic 
population (Pyorala et al; Jaaett Diabetes/Metabolism Reviews, 5, 547 (1989)). 

The association of hyperinsulinemia and insulin resistance with Polycystic Ovary 
Syndrome (PCOS) is also well acknowledged (Diamanti-Kandarakis et al.; Therapeutic 
effects of metformin on insulin resistance and hyperandrogenism in polycystic ovary 
syndrome; European Journal of Endocrinology 138, 269-274 (1998), Andrea Dunaif; 
Insulin Resistance and the Polycystic Ovary Syndrome : Mechanism and Implications for 
VsifbosBnesia; Endocrine Reviews 18(6), 774-800 (1997)). 

The independent risk factors obesity and hypertension for atherosclerotic diseases are also 
associated with insulin resistance. Using a combination of insulin/glucose clamps, tracer 
glucose infusion and indirect calorimetry, it was demonstrated that the insulin resistance of 
essential hypertension is located in peripheral tissues (principally muscle) and correlates 
directly with the severity of hypertension (DeFronzo and Ferraimini, Diabetes Care, 14, 
173 (1991)). In hypertension of obese people, insulin resistance generates 
hyperinsulinemia, which is recruited as a mechanism to limit further weight gain via 
thermogenesis, but insulin also increases renal sodium re-absorption and stimulates the 
sympathetic nervous system m kidneys, heart; and vasculature, creating hypertension. 
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It is assumed that insulin resistance is usually the result of a defect in the insulin receptor 
signaling system, at a site post bin<Ung of insulin to the receptor. Accumulated scientific 
evidence demonstrating insulin resistance in the major tissues which respond to insulin 
(muscle, liver, adipose), strongly suggests that a defect in insulin signal transduction resides 
at an early step in this cascade, specifically at the insulin receptor kinase activity, which 
appears to be diminished (Moumb Elchebly. Alan Cheng. Michel L. Tremblay; Modulation 
of insulin signaling byprotein tyrosine phosphatases; J.MotMed. 78.473-482(2000)). 

Protein-tyrosine phosphatases (PTPs) play an important role in fee regulation of 
phosphorylation of protems and represent fee counterparts of kmases. Among classical 
FTPS, feere are two types : (i) non-receptor or intracellular PTPs and (iQ receptor-like 
PTPs. Most intracellular FTPs contain one catalytic domain only, whereas most receptor- 
like enzymes contam two. The catalytic domain consists of about 250 amino acids (Niels 
Peter Hundahl MoUer et al. Protein tyrosine phosphatases (PTPs) as drug targets: hfeibitois 
of PTP-IB for fee treatment of diabetes; Current Opinion in Drug Discovery & 
Development 3(5), 527-540 (2000))- 

Tlie interaction of insulin wife its receptor leads to phosphorylation of certain tyrosine 
molecules wifein fee receptor protein, feus activating fee receptor kinase. PTPs 
dephosphorylate fee activated insulin receptor, attenuating fee tyrosine kinase activity. 
FTPS can also modulate post-receptor signaling by catalyzing fee dephosphorylation of 
cellular substrates of fee insulin receptor kmase. Tlie enzymes that appear most likely to 
closely associate wife fee insulin receptor and feerefore. most likely to regulate fee insulin 
receptor kinase activity, include PTPIB. LAR, PTP-alpha and SH.PTP2 (Lori Klaman et 
a/.; Increased Energy Expenditure, Decreased Adiposity, and Tissue-specific insulin 
sensitivity in Protein-Tyrosine Phosphatase IB-Deficient Mice; Molecular and Cellular 
Biology, 5479-5489 (2000)). 

FIPIB is a member of fee PTP femily. This 50 kDa protein contains a conserved 
phosphatase domain at residues 30-278 and is localized to fee cytoplasmic fece of fee 
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endoplasmic reticulum by its C-terminal 3 5 residues. Its interactions with oflier proteins are 
mediated by prolii^rich regions and SH2 compatible sequence. FH* IB is believed to act 
as a negative regulator in insulin signaling. 

McGuire et al. {Diabetes, 40, 939 (1991)) demonstrated that non-diabetic glucose intolerant 
subjects possessed significantly elevated levels of FTP activity m muscle tissue vs. nomial 
subjects, and that insulm infusion foiled to suppress PTP activity as it did in insulin 
sensitive subjects. 

Meyerovitch et al. (J. Clinical Invest., 84, 976 (1989)) observed significantly increased PTP 
activity in Ihe livers of two rodent models of IDDM. the genetically diabetic BB rat, and 
the STZ-induced diabetic rat. Sredy et al. (.Metabolism, 44. 1074. (1995)) observed similar 
increased FTP activity in Ihe livers of obese, diabetic ob/ob mice, which represent a typical 
rodent model of NIDDM. 

Zhang et al (Curr. Opin. Chem. Biol., 5(4). 416-23 (2001)) found that FTPs are also 
implicated in a wide variety of other disorders, mcluding cancer. Bjorge, J.D. et al. (J. Biol. 
Chem., 275(52), 41439-46 (2000)) indicates that PTPIB is the primary protein-tyrosine 
phosphatase cabbie of dephosphorylating c-Src in several human breast cancer cell lines 
and suggests a regulatory role for FIPIB in the control of c-Src kmase activity. 

Pathre et al {J. Neurosci. Res., 63(2). 143-150 (2001)) describes that FIFIB regulates 
neurite extension mediated by cell-cell and cell-matrix adhesion molecules. Further. Shock- 
L. P et al. (Mol Brain. Res., 28(1). 110-16 (1995)) demonstrates that a distinct overlappmg 
set of PTPs is expressed m the developing brain and retinal Mueller glia. including 2 novel 
PTPs that may participate in neural cell communication. 

The msulin receptor (IR) is a prototypical tyrosine kinase recq>tor whose ligand binding 
and dimerization results in auto-phosphorylation on multiple tyrosines. This is followed by 
the recruitment and phosphorylation of IRSl-4 (dependmg on the tissue) and PDK. 
Alfliough vanadium-containing compounds have been known smce the 19* century to 
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alleviate diabetes, it was understood only recently that these inhibitors stimulate the insulin 
signaKng pathway by blocking FTP action. Evidence fijr the involvement of flie IR (insulin 
receptor) andIRS-1 in this phenotype was that both proteins show increased tyrosine 
phosphorylation in the FTPlB-mutated mice. The available data strongly suggest that m 
particular PTPIB is a promismg target for the development of drugs to treat diabetes and 
obesity (Brian P. Kennedy and Chidambaram Ramachandran; Protein Tyrosine 
Phosphatase-IB in Diabetes; Biochemical Pharmacology, Vol. 60, 877-883, (2000)). 

A fiirflier protein involved in obesity is Leptin. Leptin is a peptide hormone that plays a 
central role in feeding and adiposity il^Un. Annu. Jtev. Physiol. 62 p.413-437 (2000) by 
AWma R. S. et al.). Recently, it has been suggested that PTPIB negatively regulates leptin 
signaling, and provide one mechanism by which it may regulate obesity. Further, it is 
known that pharmacological inhibitors of PTPIB hold promise as an alternative or a 
supplement to leptin in tiie treatenent of obesity due to leptin resistance (Developmental 
Cell, vol,2, p.497-503 (2002)). 

Several small molecules have been proposed as inhibitors of PTPs, among others 
WO 02/18321. 

rSnmmarv ♦^^e invention 

The present invention relates to substituted ^.ethylene H«iv«riv«s «f fhrmuta rn 




(I) 



OH 



Such compounds are suitable for the treatment and/or prevention of metabolic disorders 
mediated by insulin resistance or hyperglycemia, comprising diabetes type I and/or H, 
inadequate glucose tolerance, insulin resistance, hyperlipidemia, hypertriglyceridemia. 
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hypercholesterolemia, obesity, polycystic ovaiy syndrome (PCOS). The conq>ounds of this 
invention aie inhibitors of PTPs. 

nestailed description of the invention 

The following paragraphs provide definitions of the various chemical moieties that make 
up the compounds according to the invention and are intended to apply uniformly througjh- 
out the specification and claims unless an otherwise expressly set out definition provides a 
broader definition. 

••PTPs" are protein tyrosine phosphatases and include for instance FTPIB, TC-FTP, FTP- 
□ , DEP-1, LAR, SHP-1, SHP-2, GLEPP-1, PTP-D, PTP-H, VHR, hVH5, LMW-PTP, 
PTEN. 

"Ci-Cu-allQ^l" <w "Ci-Ci5-alkyr refers to straight or branched monovalent alkyl groups 
having 1 to 12 or 1 to 15 carbon atoms. This term is racemplified by groups such as methyl, 
ethyl, n-propyl, isopropyl, n-butyl, isobutyl, tert-butyl, n-hexyl, n-octyl, n-nonyl, n-dodecyl, 
tridecyl, pentadecyl, n-penlyl and the like in straight or branched forms thereof 

"Aryr refers to an unsaturated, aromatic carbocyclic group of firam 6 to 14 carbon atoms 
having a smgle ring (e.g. phenyl) or multiple condensed rings (e.g. naphthyl). Preferred aryl 
include phenyl, naphthyl, phenantrenyl and the like. 

"Ci-Ci2-alkyl aryl" refers to Ci-Ciz-aUsyl groups having an aryl substituent, including 
benzyl, phenethyl and the like. 

"Heteroaryl" refers to a monocyclic heteromatic, or a bicyclic or a tricyclic fused-ring 
heteroaromatic group. Particular examples of heteroaromatic groups include optionally 
substituted pyridyl, pyrrolyl, furyl, thienyl, imidazolyl, oxazolyl, isoxazolyl, tWazolyl, 
isothiazolyl,pyrazolyl, 1,2,3-triazolyl, 1,2,4-triazolyl, 1.2,3-oxadiazolyl, 1,2,4-oxadia- 
zolyU 1,2,5-oxadiazolyl, 1,3,4-oxadiazolyl; 1,3.4-triazinyl, 1,2,3-triazinyl, benzofiuyl, [2,3- 
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dihydio]benzofuiyl» isobenzofiiryl, benzo&ienyl, benzotriazolyl, isobenzothienyl, indolyl, 
isoindolyl, SH-indolyl, benzfanidazolyl, iimda2o[l>a]pyridyl, benzolhiazolyl, ben2»xa- 
zolyl, quinolizinyl, quinazolinyl, pfhalazinyl, quinoxalinyU cimolinyl, napihyridinjd, 
pyrido[3,4-b]pyiidyl, pyrido[3>b]pyridyl, pyrido[4,3-b]pyridyl, quinolyl, isoquinolyl, 
tetrazolyl, 5,6,7,8-tetrahydxoquinolyl, 5,6,7,8-tetrahydtoisoquinolyl, purinyl, pteridinjd, 
carbazolyl, xanthenyl orbenzoquinolyl. 

**Ci-Ci2-alljyl heteroaiyl" refers to Ci-Ci2-alkyl groups having a heteroaryl substituen^ 
including 2-furyhnethyl, Z-tirienjtoiefliyl, 2-(lH-indol-3-jd)ethyl and the like. 

"Alkenyl" refers to alkenyl groups preferably having from 2 to 6 carbon atoms and having 
at least 1 or 2 sites of alkenyl unsaturation. Preferable alkenyl groups include eflienyl (- 
CH=CH2), n-2-propenyl (allyl, -CH2CH=CH2) and the Uke. 

"Alkynyl" refers to alkynyl groups having from 2 to 18 carbon atoms and having at least 
1-2 sites of alkynyl unsaturation, e.g. ethynyl (-C^CH), propargyl (-CH2CsCI^, or-OCH- 
(C2-Ci6)alkyl. 

"Acyr refers to the group -C(0)R where R includes "Ci-Ci2-aIkyr, "aryl", "heteroaryl", 
"Ci-Ci2-alkyl aryl" or "Ci-Ci2-alkyl heteroaryF. 

"Acyioxy" refers to the group -OC(0)R where R includes "Ci-Cn-alkyl", "aryl", "hetero- 
aryl", "Ci-Ci2-alkyl aryl" or "Ci-Ci2-alkyl heteroaryl". 

"Alkoxy" refers to the group -O-R where R includes "Ci-Ci2-alkyr or "aryl" or "hetero- 
aryl" or "Ci-Ci2-aIkyl aryl" or "Ci-Cn-alkyl heteroaryl". Preferred alkoxy groups include 
by way of exanq>le, methoxy, ethoxy, phenoxy and the like. 

"Alkoxycarbonyl" refers to the group -C(0)OR where R includes "Ci-Ci2-alkyr or "aryl" 
or "heteroaryl" or "Ci-Cu-alkyl aryl" or "Ci-Ci2-alkyl heteroaryl". 
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"Aminocarbonyr refers to flie group -C(0)NRR' where each R, R' includes independenfly 
hydrogen or Ci-Cn-alkyl or aryl or heteroaryl or "Ci-Cu-alkyl aryl" or «Ci-Ci2-alkyl 
heteroaryl". 

"Acylamino" refers to the group -NR(CO)R' where each R, R' is independently hydrogen 
or "Ci-Ci2-a]lcyr or "aryl" or "heteroaryl" or "Ci-dz-alkyl axyl" or "Ci-Ciz-alkyl 
heteroar^". 

"Halogen" refers to fluoro, chloro, bromo and iodo atoms. 

"Substituted or unsubstituted": Unless otherwise constrained by the definition of the indi- 
vidual substituent, the above set out groups, like "alkyl". "alkenyl", "alkynyl". "aryl" and 
"heteroaryl" etc. groups can optionally be substituted witih fix>m 1 to 5 substituents selected 
from the group consisting of "Ci-Ce-alkyl", "Cz-Q-alkenyl", "Qj-Ce-alkynyl", 
"cycloalkyl", "heterocycloalkyl", "Ci-Ce-alkyl aryl", "Ci-Ce-aDcyl heteroaryl", "Ci-Cs- 
alkyl cycloalkyl", "Ci-Cs-alkyl heterocycloalkyl", "ammo", "ammonium", "acyl", 
"acyloxy", "acylamino", "aminocarbonyl", "alkoxycarbonyl", "ureido", "aryl", 
"carbamate", 'Tieteroaryl", "sulfinyl", "sulfonyl", "alkoxy", "sulfenyl", "halogen", 
"carboxy", trihalomethyl, cyano, hydroxy, mercapto, nitro, and the like. Alternatively said 
substitution could also comprise situations where neighbouring substituents have 
undergone ring closure, notably when vicinal functional substituents are involved, thus 
fonnmg, e.g., lactams, lactons, cyclic anhydrides, but also acetals, thioacetals, aminals 
formed by ring closure for mstance in an effort to obtain a protective group. 

"Sulfonyl" refers to group "-SO2-R" wherein R is selected from H, "aryl", "heteroaryl", 
"Ci-Ci2-alkyl", "Ci-Ci2:alkyl" substituted with halogais e.g. an-SOa-CFs group, "C1-C12- 
alkyl aryl" or "Ci-Ci2-alkyl heteroaryl". 

"Sulfoxy" refers to a group "-S(0)-R" wherem R is selected fix)m H, "Ci-Cn-alkyl", "Cj- 
Ci2-alkyr substituted with halogens e.g. an -SO-CF3 group, "aryl", "heteroaryl" , **Ci-Ci2- 
alkyl aryl" or "Ci-Ci2-aIkyl heteroaryl". 
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'Thioalkoxy*' refers to groups -S-R where R includes "Ci-Cn-alkyl" or "aryl" or *Tietero- 
aryl" or "Ci-Cn-alkyl aryl" or "Ci-Cn-alkyl heteroaryr. Preferred tbioalkoxy groups 
include fliiomefhoxy, thioethoxy, and the like. 

*Tharmaceutically acceptable salts or complexes" refers to salts or complexes of the below- 
specified compounds of fomiula (I). Examples of such salts include, but are not restricted, 
to base addition salts formed by reaction of compounds of formula (I) with organic or 
inorganic bases such as hydroxide, carbonate or bicarbonate of a metal cation such as those 
selected in the group consisting of alkali metals (sodium, potassium or lithium), alkaline, 
earfh metals (e.g. calcium or magnesium), or with an organic primary, secondary or tertiary 
alkyl anune. Amine salts derived from methylamine, dimethylamine, trimethylamine, 
ethylamine, diethylamine, triethylamine, morpholine, N-Me-D-glucamine, NJN'- 
bis(phenylmethyl)-l,2-ethanediamine, tromethamine, etfaanolamine, diethanolamine, 
ethylenediamine, N-methylmorpholine, procaine, piperidine, piperazme and the like are 
contemplated being within the scope of the instant invention. 

Also comprised are salts which are formed from to acid addition salts formed with 
morganic acids (e.g. hydrochloric acid, hydrobromic acid, sulfuric acid, phosphoric acid, 
nitric acid, and the like), as well as salts formed with or^mic acids such as acetic acid, 
oxalic acid, tartaric acid, succinic acid, malic acid, fiunaric acid, maleic acid, ascorbic acid, 
benzoic acid, taxmic acid, pamoic acid, alginic acid, polyglutamic acid, naphthalene 
sulfonic acid, naphthalene disulfonic acid, and poly-galactwx>nic acid. 

*Thaimaceutically active derivative" refers to any compound that upon administration to 
the recipient, is capable of providing directiy or indirectiy, the activity disclosed herein. 
The terai '*indirectiy" also encompasses prodmgs which may be converted to the active 
form of the drug via endogmous enzymes or metabolism. Said prodrug is comprised of the 
active drug compound itself and a chemical masking group. 
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''Enantiomeric excess*' (ee) refers to the products that are obtained by an asymmetric syn- 
thesis, i.e. a synthesis involving non-racemic starting materials and/or reagents or a syn- 
thesis comprising at least one enantioselective step, whereby a surplus of one enantiomer in 
the order of at least about 52% ee is yielded In the absence of an asynmietric synthesis, e.g. 
the corresponding esters of the substituted methylene anudes of formula I, racemic products 
are usually obtained that do however also have a FTP inhibiting activity. 

Said formula also comprises its tautomers, its geometrical isomers, its optically active 
forms as enantiomers, diastereoisomers and its racemate forms, as well as pharmaceutically 
acceptable salts thereof. Preferred pharmaceutically acceptable salts of the formula (I), are 
base addition salts formed by reaction of compounds of formula (I) with pharmaceutically 
acceptable bases like N-methyl-D-glucamine, tromethamine, sodium, potassium or calcium 
salts of carbonates, bicarbonates or hydroxides. 

The substituted methylene amide derivatives according to the present invention are those of 
formula Q: 




(1) 



Formula 00 comprises also the geometrical isomers, the optically active forms, including 
enantiomers, diastereomers and its racemate forms, as well as pharmaceutically acceptable 
salts and pharmaceutically active derivatives thereof. 

The substituents R^'* and Cy within Formula (I) are defined as follows : 

R^ is selected firom the group consisting of substituted or unsubstituted (Ci-Ci2)-alkyl, 
preferably substituted or unsubstituted (Ci-C6)-alkyl, substituted or unsubstituted (C2-C12)- 
alkenyl, substituted or unsubstituted (C2-Ci2)-alkynyl, substituted or unsubstituted aryl, 
substituted or unsubstituted heteroaryl, substituted or unsubstituted (3-8-membered) 
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cycloalkyl or heterocycloalkyl, substituted or unsiibstituted (Ci-Ci2)-alkyl-aryl or 
substituted or unsubstituted (Ci-Ci2)-alkyl-heteroaiyl, substituted or unsubstituted (C2-C12)- 
alkenyl-aryl or -heteroaiyl, substituted or unsubstituted (C2-Ci2)-alkynyl-aryl or - 
heteroaryL 

Jn a preferred embodiment of the present invention, is A wherein A is a substituted or 
unsubstituted aryl, a substituted or unsubstituted heteroaryl, a substituted or unsubstituted 
(3-8 membered)heteiocycloalkyl or (3-8 membered)cycloallqrl, in particular a substituted or 
unsubstituted phenyl. 

In another preferred embodiment, A is a moiety of the formula -CH2-A or -CH2-CH2-A, 
with A being a substituted or unsubstituted aryl, a substituted or imsubstituted heteroaryl, a 
substituted or unsubstituted (3-8-membered)heterocycloalkyl or a substituted or 
unsubstituted (3-8-membered)cycloalkyl. hi particular, A may be a phenyl, pyridinyl, 
benzoyl, 3-dioxolenyl, biphenyl, naphthyl, quinoxalinyl, thiazolyl, thienyl, furanyl or a 
piperidinyl group, being optionally substituted by 1 or 2 moieties selected from the group 
consisting of cyano, halogen, NO2, (Ci-C6)alkoxy, aryloxy or heteroaryloxy, (Ci- 
C6)thioalkoxy, optionally halogenated (Ci-C6)alkyl, (C2-C6)alkenyl, (C2-C6)alkynyl, aryl, 
heteroaryl, (3-8-membered)cycloaIkyl or heterocycloalkyl, (Ci-C6)alkyl aryl or heteroaryl, 
(C2-C6)alkenyl aryl or heteroaryl, (C2-C6)alkynyl aryl or heteroaryl, -COR^, -COOR^, - 
CO-NR^^', -NHCOR^ wherein R^ is (CrC6)alkyl or (C2-C6)alkenyl, -SOR^, -S02R^ - 
S02NR^R^'with R^, R^' being independently from each otiier selected from the group 
consisting of H, straight or branched (Ci-C6)alkyl, (C2-C6)alkenyl, (C2- C6)alkynyl, aryl, 
heteroaryl, (3-8-membered)cycloalkyl or heterocycloalkyl. 

R^ and R^^ are each independentiy from each other selected from the group comprising or 
consisting of H or substituted or unsubstituted (Ci-Ci2)alkyl, preferably R^^ and R^!* are 
each H. 
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Cy is a substituted or unsubstituted aryl, a substituted or unsubstituted hetero^iyl, a 
substituted or unsubstituted (3-8-membered)cycloalkyl or heterocycloallqri. 

Such aryl or heteroaryl include phenyl, naphthyl, phenantrenyl, pyrrolyl, fiiryl, thienyl, 
imidazolyl, pyridyl, oxazolyl, isoxazolyl, Ihiazolyl, isothiazolyl, pyrazolyl, 1,2,3-triazolyl, 
1,2,4-triazolyl, lA3-oxadiazolyl,benzo(l,2,5)oxadiazolyl, 1,2,4-oxadiazolyl, 1,2,5- 
oxadiazolyl, 1,3,4-oxadiazoIyl, tetrazolyl, 1,3,4-triazinyl, 1,2,3-triazmyl, benzopyrimidinyl, 
benzofiuyl, [2,3-dihydio]benzofuryl, isobenzofuryl, brazothienyl, benzotriazolyl, 
isobenzothienyl, indolyli isoindolyl, 3ff-indolyl, benzimidazolyl, benzothiazolyU 
benzoxazolyl, pyridazinyl, pyrimidyl, quinolizinyl, quinazolinyl, pfhalazinyl, quinoxalinyl, 
cinnolinyl, napthyridinyl, quinolyU isoquinolyl, tetrazolyl, 5,6,7,8-tetrahydroquinolyi, 
5,6,7,8-tetrahydroisoquinolyl, purinyl, pteridinyl, xanfliCTyl, benzoquinolyl, oxolanyl, 
pyrolidinyl, pyrazolidinyl, 2H-benzo[d]l,3-dioxolenyl, indanyl, imidazolidinyl, 1,2,4- 
oxadiazolidinyl, 1,2,5-oxadiazolidinyl, 1,3,4-oxadiazolidinyl orisoxazolidinyL 

In particular, Cy is a substituted or unsubstituted fhienyl or phenyl, e.g, a biphenyl group. 

More specifically, Cy may be substituted or unsubstituted fliienyl, substituted or 
unsubstituted phenyl which may be substituted by substituted or unsubstituted aryl or 
substituted or unsubstituted heteroaryl, e.g. an oxadiazole, or substituted or unsubstituted 
cycloalkyl moiety, or Cy is substituted or unsubstituted thienyl, substituted or unsubstituted 
phenyl which may be substituted by 1 or 2 moieties selected from the group consisting of 
NH-CO-R^, -S02-NR^R^' or~-CO-NR^R^* in which R^, R^* are independently selected firom 
H, substituted or imsubstituted (Ci-Ci5)alkyl, substituted or unsubstituted (C2-Ci2)alkenyl, 
substituted or unsubstituted (C2-Ci2)alkynyl, substituted or unsubstituted aryl, substituted or 
unsubstituted hetCToaryl, substituted or unsubstituted (3-8-membered)cycloalkyl or 
substituted or unsubstituted hetetocycloalkyl, substituted or unsubstituted (Ci-Ci2)alkyl aryl 
or heteroaryl, substituted or unsubstituted (C2-Ci2)alkenyl-aryl or -heteroaryl, substituted or 
misubstituted (C2-Ci2)alkynyl-aryl or -heteroaryl. 
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According to one embodiment R^' is H and is selected ftom the group consisting of 
diphenyl-ethyl, dodecyl, octyl, 4-pentyl-benzyl, 4-phenoxy-phenethyl, ethyl-thiophen-2-yl, 
pentadecyl, tridecyl, hexyloxy-phenyl, (2-ethyl)-hexyl. 

According to a fbrther embodiment Cy is substituted or imsubstituted aryl, substituted or 
unsubstituted heteroaryl, substituted or unsubstituted (3-8-membered)-cycloalkyl or 
-heterocycloalkyl, being substituted by a substituted or unsubstituted (C2-Ci8)alkynyl 
moiety. 

According to a further embodiment Cy is substituted or unsubstituted phenyl, substituted or 
unsubstituted pyridinyl, substituted or xmsubstituted naphthyl or substituted or 
unsubstituted benzofuranyl group, being substituted by B-R"* wherein B is ethynyl group 
and R"^ is substituted or unsubstituted (C6-Ci6)alkyl, substituted or unsubstituted (3-8 
membered) cycloalkyl, substituted or unsubstituted (CrCi2)alkyl-(3-8 membered) 
cycloalkyl, substituted or unsubstituted phenyl or substituted or unsubstituted (Ci-Ci2)alkyl 
phenyl. More particularly, Cy is phenyl being substituted by B-R* wherein B is ethynyl 
group and R* is substituted or unsubstituted (C6-Ci6)alkyl. 

According to a further embodiment R^* and R^^ are each H, R^ is -CH2-A, or -CH2-CH2-A 
with A being phenyl or thienyl, optionally substituted by cyano, halogen, mefhoxy, 
hydroxy, phenoxy, -NO2, trifluoromethyl while Cy is a thienyl, phenyl or biphenyl being 
substituted by -S02R^ -CO-NR^R^' in which R^' is H and R^ is (C7-Ci2)alkyl, particularly 
(C8-Ci2)alkyl and more particularly a docecyl group. 

Alternatively, R^ is (C7-Ci5)alkyl, particularly (C8-Ci5)alkyl and most preferred a dodecyl 
group. 

More preferred compounds are those of formula (I') 
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< 



(I') 



OH 



wherein 



is selected fix)m the group consisting of phenyl, henzyl, phenethyl, 1-mefhylbenzyl 
which may be substituted by (Ci-C6)alkyl group or a cycloalkyl group; 

Cy is a phenyl or a biphenyl group optionally substituted with -NH-CO-R^, 
-CO-NH-R^ or an oxadiazole group substituted with R^ in which R^ is (C2-Ci2)alkyl, 
(C7-Ci5)alkyl, particularly (C8-Ci5)alkyl and more particularly a dodecyl group 

Some very few compounds felling into formula (I) are disclosed in the prior art Said 
compounds are the following: 

a) Conq)Ounds of formula wherein Cy is an amidinonaphtiiyl moiety, R^ is a 

phenyl group which is para-substituted by a -O-piperidine or -O-pyrrolidine moiety. 



Such compounds are disclosed in WO 96/16940 (Yamanouchi I%aimaceutical Co.) 
and are said to have an antiplatelet aggregation efTect. They purportedly inhibit 




- 15- 



activated blood coagulation factor X and are said to be useful as an antithrombotic 
agent. 

b) A compound of formula (I), wherein Cy is a phenyl group, R and R are each H, 
is an indole moiety jwbgtiUtted in 2 - po s ition with a tert .^ butyl c a rboxylate grouj^ . 




The above single compound is disclosed in EP-483881 (Merrel Dow Phamria- 
ceuticals) and is said to be useful for the treatment of neurodegenerative disease 
states. 

c) A compound of formula (I), wherein Cy is a biphenyl group, R^^ and R^^ are each 
H, R^ is a phenyl group ortho-substituted with a tert-butyl S-aminoisoindoline-2- 
caiboxylate. 
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This single compound is mentioned in WO 00/23428 (Takeda Chemical Industries 
Ldt) as an intennediate compound in the synthesis of l,S-benzodiazepine 
compounds. No medical use has been associated with said compound. 

d) A compound of fomiula (T), wherein Cy is a phenyl group, R^^ and R^^ are each H, 



R^ is a 2,3,4-trihydronaphtalen-l-one. 




The above compound is disclosed in J.Chem.Soc., Perkin Trans 1(10), p. 2126-33 (1980) 
without any biologic activity or therapeutic application. 

Intennediate compounds or prodrugs that may be transformed to give rise to the substituted 
methylene amide derivatives of formula (I) by hydrolysis are esters of the compounds of 
formulae (I-l) and (1-2) and include the following : 

benzyl 4-({benzyl[ethoxy(oxo)acetyl]amino}methyl)benzoate 

ethyl (benzyl {4-[(dodecylamino)carbonyl]beiizyl}amino)(oxo)acetate 

benzyl 4-({[ethoxy(oxo)acetyl][4-(trifluoromethyl)benzyl]aimno}methyl)beB^ 

efliyl oxo{{4-[0pentadecylamino)carbonyl]beiizyl} [4-(trifluoromethyl)benzyl]- 
ainino}acetate 

ethyl {(4-{[dodecyl(methyl)amino]carbonyl}benzyl)[4-(trifluoromethyl)beiizyl]amino}- 
(oxo)acetate 
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tert-butyl 4-{ {4-[(benzyloxy)carbonyl]ben2yl} [ethoxy(oxo)acetyl]aimno}piperidine-l- 
carboxylate 

tert-butyl 4-{ {4-[(dodecylaniino)carbonyl]benzyl} [ethoxy(oxo)acetyl]aimiio}piperidine-l- 
carboxylate 

ethyl { {4-[(dodecylainino)carbonyl]benzyl} [4-(tiifluoiometihLyl)benzyl]ammo}(oxo)acetate 

ethyl { {4-[(dodecyiaimno)carbonyl]benzyl} [3-(trifluoromethyl)benzyl]ammo}(o^ 

tert-butyl 4-({ {4-[(dodecylaniino)carbonyl]benzyl} [ethoxy(oxo)-acetyl]aimno} -methyl)- 
piperidine-l-carboxylate 

ethyl { {4-[(tert-butoxycarbonyl)amino]benzyl} [4-(trifluoromethyl)benzyl]ainino} -(oxo)- 
acetate 

ethyl {(4-ammobeiizyl)[4-(trifluoromethyl)benzyl]amino}(^^ 

ethyl oxo {[4-(tridecanoylainino)benzyl][4-(trifluoromethyl)ben2yl]a^ acetate 

ethyl |benzyl(4- {[4-(hexyloxy)beiizoyl]ainmo}benzyl)amm^ 

ethyl (benzyl {4-[(tert-butoxycarbonyl)aniino]benzyl}aniino)(oxo)acetate 

ethyl [(4-ainiiiobenzyl)(benzyl)anuno](oxo)acetate 

ethyl oxo{[4-(trifluon>methyl)benzyl][4-(imdec-10-enoylaiiiino)be^ 

ethyl oxo { {4-[(9E)-tetradec-9-enoylaimno]benzyl} [4-(tri£luoromethyl)benzyl]ainino} - 
acetate 

ethyl {benzyl[4-(tridecaaoylamino)benzyl]amino} (oxo)acetate 
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efliyl { {4-[(2-hydroxydodecyl)aixiino]ben2yl} [4-(trifluoromethyl)benzyl]amino} -(oxo)- 
acetate 

ethyl oxo{[4-(trifluoromethyl)benzyl][4<3-undecyl-lA^^ 
acetate 

ethyl {({5-[(dodecylanimo)sulfonyl]thien-2-yl}methyl)[4^(trifl^^ 
amino} (oxo)acetate 

tert-butyl 4-({ {4-[(benzyloxy)cafbonyl]benzyl} [ethoxy(oxo)acetyl]aiiiino}-mefliyl)- 
piperidine- 1 -carboxylate 

ethyl [{4-[(dodecylammo)carbonyl]benzyl} ({ l-[(4-methoxyphenyl)sulfonyl]piperidin-4- 
yl}methyl)ainmo](oxo)acetate 

ethyl {{4-[(dodecylanuno)carbonyl]benzyl}[l-(l-naphthyl)ethyl]amino}(oxo)acete^^ 
ethyl (ben2yl{3-[(dodecyIamino)cari)onyl3benzyl}ainino)(oxo>^ 
ethyl |>enzyK{5-[(dodecylammo)sulfonyl]thien-^^^ 

tert-butyl 4-({ {4-[(dodecylamino)carbonyl]benzyl} [ethoxy(oxo)acetyl]ainmo}methyl)- 
piperidine- 1 -carboxylate 

ethyl [{4-[(dodecylamino)caibonyl]benzyl}(piperidin-4-y 
ethyl [cyclopentyl({5-[(dodecylaimno)sidfonyl]thien-2-yl}m 

A further aspect of the present invention is the use of the conopounds of formula CO as 
medicament. 

Preferred substituted methylene amide derivatives are those wherein R^* and R^^ are each 
R^ is -CH2-A, with A being phenyl or thienyl, optionally substituted by cyano, halogen. 
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methoxy, hydroxy, phenoxy, -NO2, trifluoromethyl, Cy is a thienyl, phenyl or biphenyl 
being substituted by -S02R^, -CO-NR^R^' m which R^' is H and R^ is (C7-Ci5)alkyl, 
particularly (C8-Ci5)alkyl and more particularly a dodecyl group. 

Particularly preferred substituted methylene amide derivative are those wherein R^* and R^^ 
are each H, R* is selected from the group consisting of phenyl, benzyl, phenethyl, 
l-methylben2yl which may be substituted by (Ci-C6)alkyl group or a cycloallsyl group, Cy 
is a phenyl or a biphenyl group substituted with a moiety selected from the group consisting 
of -NH-CO-R^, -CO-NH-R^, or an oxadiazole group substituted with R^, wherein R^ is 
(C7-Ci5)alkyl, particularly (C8-Ci5)alkyl and more particularly a dodecyl group. 

The compoxmds of formula (I) are Tiseful in the treatment and/or prevention of metabolic 
disorders mediated by insulin resistance or hyperglycemia, comprising diabetes type I 
and/or II, inadequate glucose tolerance, insulin resistance, hyperlipidemia, hypertri^ 
^yceridemia, hypercholesterolemia, obesity or polycystic ovary syndrome (PCOS). 

In one embodiment the compounds according to formula (I) are particularly useful in tiie 
treatment and/or prevention of diabetes type n, obesity and for the regulation of appetite in 
mammals. 

The compounds according to formula (I) are suitable for the modulation of the activity of 
PTPs, in particular of FTP IB. It is therefore believed that the compounds of the pres^it 
invention are therefore useful for the treatment and/or prevention of disorders which are 
mediated by FTPs, in particular of FTP IB. Said treatment involves the modulation — 
notably the down regulation or the inhibition - of FTPs, particularly of FTFIB. 

A further aspect of the present invention is related to a pharmaceutical conq)osition 
composition a comprising a methylene amide derivative according to Formula (I) and at 
least one further drug (in particular an anti-diabetes agent). In one CTibodiment the further 
diabetes agents are selected from the group comprising or consisting of insulin (or insulin 
mimicks), aldose reductase inhibitors, alpha-glucosidase inhibitors, sulfonyl urea agents, 
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biguanides (e,g. metfonnin), thiazolidines (e.g. pioglitizone, rosiglita2x>ne, c£ WO 
02/100396) or PPARs agonists, or c-Jun Kinase or GSK-3 inhibitors . 

Insulins useful with the method of the present invention include rapid acting insulins, 
intermediate acting insulins, long acting insulins and combination of intermediate and rapid 
acting insulins. 

Aldose reductase inhibitors useful in the method of this invention include those known in 
the art. These include the non-limiting list of: 

a) the spiro-isoquinoline-pyrrolidine tetrone compounds disclosed in U-S. Patent No. 
4,927,83 1 ^alamas), the contents of which are incorporated herein by reference, 
which includes ARI-509, also known as minalrestat or Spiro[isoquinoline-4(lH), 3'- 
pyrTolidine]-l,2%3,5 •(2H)-tetrone, and analogs fliereof, 

b) 2- [(4-bromo-2-fluorophenyl)methyl]-6-fluoro- (9CI); 

c) the compounds of U.S. Patent No. 4,439,617, the contents of which are incorporated 
herein by reference, which includes Tolrestat, also known as Glycine, N-[[6- 
methoxy-5-(trifluoromethyl)-l-iiaphtalenyl]thioxomethyl]-N-methyl-(9CI) or AY- 

27773 and analogs thereof; 

d) Sorbinil (Registra No. 68367-52-2) also known as Spiro[4H-l-benzopyran-4,4'- 
imidazoline]-2%5*-dione, 6-fluoro-2,3-dihydro., (4S>(9CI) or CP 45634; 

e) Metiiosorbinil; 

f) Zopokestat, which is 1-Phtalazineacetic acid, 3,44-dihydro-4-oxo-3-[[5- 
(trifluoromethyl)-2-benzofliiazolyl]methyl]-(9CI) (Registry No.n 

g) Epalrestat, which is 3-Thiazolidineacetic acid, 5-[(2E)-2-methyl-3-phenyl-2- 
propenylidene]-4-oxo-2-thioxo-, (5Z>(9CI) (Registry No. 82150-09-9); 
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h) Zenarestat (Registry No. 1 12733-40-6) or 3-[(4-bromo-2-fluorophenyl)-methyl]-7- 
cMoro-3,4-dihydn)-2,4-dioxo-l(2H)-quiiiazolme acetic acid; 

i) Imirestat, also known as 2,7-difluorospiro(9H-fluorene-9,4'-iimdazolidine)-2',5'- 
dione; 

j) Ponalrestat (Registry No.72702-95-5), which is 1-Phtalazineacetic acid, 3-[(4-bromo- 
2-fluorophenyl)methyl]3,4-dihydro-4-oxo-(9CI) and also known as Stalil or Statyl; 

k) ONO-2235, which is 3-ThiazoUdineacetic acid, 5-[(2E)-2-methyl-3-phenyl-2- 
propenylidene-4-oxo-2-thioxo-, (5Z)-(9CI); 

1) GP-1447, which is {3-[(4,5,7-trifluorobenzothiazol-2-yl)methyl]-5- 
me&ylphenylacetic acid}; 

m) CT-1 12, which is 5-(3-ethoxy-4-pentyloxyphenyl)-2,4-thiazolidinedione; 

n) BAI^ARI 8, which is Glycine, N[(7-fluoro-9-oxo-9H-xanthen-2-yl)sulfonyl]-N- 
methyl-)9Cr), Reg J^o. 124066-40-6)); 

o) AD-5467, which is 2,3-dihydro-2,8-bis(l-methylethyl)-3-thioxox-4H-l,4- 

benzoxazme-4-acetic acid of the chloride salt form (4H-l,4-Benzoxazine-4-acetic 
acid,2,3-dihydro-2,8-bis(l-melhylethyl)-3-1hioxo-(9CI); 

p) ZD5522, which is (3',5'-dimethyl-4'-mtromethylsulfonyl-2-(2-tolyl)acetanilide); 

q) 3,4.dihydro-2,8-diisopropyl-3-thioxo-2H-l,4-benzoxazme-4-acetic acid; 

r) l-[(3-bromo-2-ben2»fiiranyl)sulfonyl]-2,4-imidazoUdinedione (M-16209), 

s) NZ-3 14, which is 1-ImidazoUdineacetic acid, 3-K3-nitrophenyl)methyl]-2,4,5-trioxo- 
9(CI) (Registry No.128043-99-2), 
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t) l-phtalazineacetic acid, 3,4-dihy<fro-4H)xo-3-[(5-trifluoromethyl)-2-benzolMazolyl] 
methyl]; 

u) M-79175, which is Spiro[4H-l-benzopyran-4,4'-iinidazolidine]-2%5'-dione; 
6-fluoro-2,3-dihydro-2-methyl-, (2R, 4S)-(9CI); 

v) SPR-210, which is 2H-l,4-Benzofliiazme-2-acetic acid, 3, 4-dihydro-3-oxo-4.[(4,5,7- 
trifluoio-2-benzofhiazolyl)mefhyl]-(9CI); 

w) SpiroQ>ym>Kdine-3,6X5'ir)-pyra>lo[lA3-de][l,4]be^ 8'- 
cMoro-2'-3*-dihydro-(9CI)(also known as AND 138 or 8-chloro-2',3'- 
dihydiosfpiroIpyrolizmeO,6X5Hhpym>lo-[l,2,3-de]-[l^ 

x) 6-fluoro-2,3-dihydro-2\5'-dioxo-(2S-cis)-spiro[4H-l-benzopyran-4,4'- 
imidazolidine]-2-carboxamide (also known as SNK-860); 

or a phaimaceutically acceptable salt form of one or more of these compomids* 

Among the more preferred aldose reductase inhibitors of this invention are minalrestat, 
Tolrestat, Sorbmil, Methosoifoinil, Zopolresta^ Epalrestat, Zenarestal^ Imirestat and 
Ponalrestat or the pharmaceutically acceptable salt forms thereof* 

The alpha-glucosidase inhibitors useful for the method of the present inventibn include 
mi^tol or acarbose, or the pharmaceutically acceptable salt form thereof. 

Sulfonylurea agents useful with the method of the present invention include glipizide, 
Glyburide (Glibenclamide) aoipropamide, Tolbutamide, Tolazamide and Glimepiride, or 
the pharmaceutically acceptable salt forms thereof 

Preferably, said supplementary pharmaceutically active agent is selected from the group 
consisting of a rapid acting insulin, an intermediate acting insulin, a long acting insulin, a 
combination of intermediate and rapid acting insulins, Inalrestat, Tolrestat, Sorbinil, 
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Mefhosorbinil, Zopolrestat, Epalrestat, Zenarestat, Imirestat, Ponalrestat, ONO-2235, GP- 
1447, CT.112, BAL-ARI 8, AD-5467, ZD5522, M-16209, NZ-314, M-79175, SPR-210, 
ADN 138, or SNK-860, Mglitol, Acarbose, Glipizide, Glyburide, Chloipropamide, 
Tolbutamide, Tolazamide, or Glimepriride. 

Still a further object of the invention is a process for preparing substituted methylene amide 
derivatives according to formula I. 

The substituted methylene amide derivatives of the present invention may be prepared from 
readily available starting materials using the below general methods and procedures. It will 
be appreciated that where typical or preferred experimental conditions (i.e. reaction 
temperatures, time, moles of reagents, solvents, etc.) are given, other experimental 
conditions may also be used, unless otherwise stated. Optimum reaction conditions may 
vary with the particular reactants or solvents used, but such conditions can be determined 
by one skilled in tiie art by routine optimisation procedures. 

By the following set out general methods and procedures compounds of formula (la) are. 
obtained. 

Cy ° 

The substituents of (la) are as above defined and is H, (Ci-C6)allcyl or (3-8 membered) 
cycloalkyl groiip. 

Generally, substituted methylene amide derivatives according to the general formula (I) 
may be obtained by several processes, using both solution-phase and solid-phase chemistry 
protocols. Depending on the nature of Cy, R\ R^, R^^ and R^ some processes will be 
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preferred to others, this choice of the most suitable process being assumed by the 
practitioner skilled in the art. 

Preparation using Solution Phase: 

Generally, substituted methylene amide derivative of formula (I) may be obtained by the 
initial synthesis of the esters (la) and their subsequent hydrolysis to give rise to the 
substituted methylene amide derivative of the general formula (I). 

a) rafhoxamide and sulfonamide substituted methylene amide derivatives of formula (D 

Ixk the following the general preparation of carboxamide and sulfonamide substituted 
mefliylene amide derivatives of formula (I), wherein R^, R^^ and Cy are as above- 
defined, shall be illustrated (see Scheme A below). 

Substituted methylene amide derivatives of formula (I) may be prepared by coupling the 
corresponding carboxylic acid derivatives (LG2-CO-CO-R^), wherein LG2 is a suitable 
leaving gjcovp - including CI, N-hydroxy succinimide or benzotriazoH-yl - and the primary 
or secondary amine Cy-CR^^^^-NHR^ Preparation of said amide derivatives is performed 
using conditions and methods well known to those skilled in the art to prepare an amide 
bond fix>m an amine and a carboxylic acid or carboxylic acid derivative (e.g. acid chloride), 
with standard couplmg agents, such as e.g. DIG, EDC, TBTU, DECP, DCC, PyBOP®, 
Isobutyl chloroformate or others in flie presence or not of bases such as TEA, DIEA, NMM 
in a suitable solvent such as DCM, THF or DMF. Substituted methylene anudes of formula 
(la) are then submitted to hydrolysis using hydroxide (e.g. NaOH) and leading to the 
desired compoimds of Formula (Q. 
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Scheme A 




General preparation according to the invention also includes compounds of Formula (I) in 
which Cy is particularly substituted by either -CO-NR^R^', -NH-CO-R^ or 
-S02-R^R^* such as described in the schemes below, wheremR andR are as above- 
defined, and where chemical transformations of conq)ounds of formula (la), also allow the 
obtention of compounds of formula (S). 

b) Carboxamide and s iilfinTiamtd e substituted methylene amide derivatives of formula q-H 

In the following the general preparation of carboxamide and sulfonamide substituted 
methylene amide derivatives of formula (I-l) - i.e. compounds of formula (I), wherein Cy is 
as above defined and is substituted by either -CO-NR^R^' (X = -CO-) or -S02-NR^R^* 
(X = -SO2O - shall be illustrated (see Scheme 1 below). 
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Substituted methylene amide derivatives of fomiula (I-l), wherein Cy is substituted with 
-CO-NR^R^* may be prepared from the corresponding carboxylic derivatives (II- 1), wherein 
LGi is a suitable leaving group - including OH, CI, O-alkyl or O-alkylaryl and from a 
primary or secondary amine -NHR^R^', wherein R^, R^* is independently from each other 
selected &om the group consisting of H, (Ci-Ci5)ancyl, (C2-Ci2)alkenyl, (C2-Ci2)allqaiyl, 
aryl, heteroaryl, (3-8-membered)cycloalkyl or heterocycloalkyl, (Ci-Ci2)alkyl aryl ov 
heteroaryl, (C2-Ci2)alkenyl-aryl or -heteroaryl, (C2-Ci2)alkynyl-aryl or -heteroaryl. A 
general protocol for such preparation is given below in the Examples (see Method A), using 
conditions and methods well known to those skilled in the art to prepare an amide bond 
from an amine and a carboxylic acid or carboxylic acid derivative (e.g. acid chloride), with 
standard coupling agents, such as e.g, DIG, EDO, TBTU, DECP, DCC, PyBOP®, Isobutyl 
chloroformate or others in the presence or not of bases such as TEA, DIEA, NMM in a 
suitable solvent such as DCM, THF or DMF. 

Substituted methylene amides of formula (I-l), wherein Cy is substituted wiA -S02-NR^^' 
(X— SO2-) may also be prepared from the corresponding sulfonic acid derivatives (11- 1), 
wherem LGi is a leaving group such as e.g. OH, CI, O-Alkylaryl or O-Alkyl, and a primary 
or secondary amine NHR^R^* (see Scheme 1 ; Method A). 
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Scheme 1 
Method A o 




^ 3 step 1 

Step 2 

(IIM) 

The carboxylic acid and sulfonic acid derivatives (II-l) (wherein X = -GO- or -SO2-) may 
be obtained &om the corresponding amine (III-l'), wherem P = H, by coupling witit the 
ester as set out in Step 1. Thereby, LG2 is a leaving group (e.g. CI, N-hydroxy succininoide, 
benzotriazol- 1-yl). 

Said amines (JHrV) in which P is H, may be obtained by deprotection of their correspon- 
ding protected form, wherein P is a protecting group such as e.g. Boc or Fmoc. For all the 
protection, deprotection methods, see Philip J. Kociensld, in ^'Protecting Groups'\ Georg 
Thieme Verlag Stuttgart, New York, 1994 and, Theodora W. Greene and Peter G. M. Wuts 
in ^'Protective Groups in Organic Synthesis'^ 3^ edition, John Wiley & Sons Inc., 1999 

(NY). 
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Accoiding to a furliier process, the substituted methylene amides of fomiula (I-l), wherein 
Cy is substituted with -CO-NR^R^* or -SCfeNR^^ (X = -CO- or -SO2-) may be prepared 
from the corresponding amines (m-l) by coupling with the ester LG2-CO-CO-OR^ wherem 
R^ is an alkyl group and LG2 is a leaving group such as for example C3, N-hydroxy 
succinindde, or benzotriazol-l-yl, such as above-described in Scheme 1 (Method B). 

Compounds (III-l), wherein P is H or any protecting groups such as Boc or Fmoc, may be 
prepared by addition of the corresponding carboxylic or sulfonic acid derivatives (111-1') 

X==-S02- respectively), whereby LGi is a leaving group such as e.g. OH, CI or O- 
alkyl, with primary or secondary amines NHR^R^' following solution-phase chemistry 
protocols such as described in the Exanq)les and shown in Scheie 1 (Method B). 

c) Substituted methvlene amide derivatives of formula fI-2'> 

According to a further process, substituted methylene amide derivatives of formula (1-2), 
i.e. substituted methylene amide derivatives of formula (I), wherein Cy is substituted wifli - 
NR^COR^' and R^ and R^' are as above-defined, may be prepared from the corresponding 
amine (11-2), wherein ?' is H, and LGi-CO-R^' (XT) (X= -CO-) following the protocols 
described in the Examples and shown in Scheme 2 (Method C). LGi is a suitable leaving 
group such as e.g. CI, OH or O-allcyl. 
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Scheme 2 

(XI) 



Method 

~^ 6 



Cy O 

Step 1 .^"^N^ Step 2 



X 



i r\ 



R*- 



I' ('"-2') R-^-x-**" 

(XI) ^ L^Y;^ ^'"^^ 



Method D 



Step 2 ^ step1 

(111-2) 



The amines of fomiula (11-2) wherein P' is H, may be obtained by deprotection of their 
corresponding protected form, wherein P' is a protecting group such as e.g. Boc or Fmoc. 

The amines of formula (11-2) wherein P' is H or any protecting groups such as Boc or 
Fmoc, may be obtained firom the corresponding amine (in-20, wherein P is H, by coupling 
with the ester as set out in Step 1. Thereby, LG2 is a leaving group (e.g. Q, N-hydroxy 
succinimide, benzotriazol-l-yl). 

Said amines (in-2'), wherein P is H, may be obtained by deprotection of their correspon- 
ding protected form, wherein P is a protecting group such as e.g. Boc or Fmoc. 

According to one embodiment, substituted methylene amide derivatives of formula (1-2), 
wherein Cy is as above-defined, may be substituted with -NR^COR^* and may be prepared 
from the corresponding anoines (111-2), wherein P is H, by coupling with the ester LG2-CO- 
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COOR^ wherein is (Ci-C6)alkyl, preferably ethyl or methyl, and LG2 is a leaving group 
as above described (see Scheme 2 (Method D)). 

Amines (111-2), wherein P is H, can be obtained by deprotection of their corresponding 
protected form, wherein P is a protecting group such as e.g. Boc or Fmoc. 

Compounds (in-2), wherein P is H or any protecting groups such as Boc or Fmoc, are 
prepared by addition of the corresponding ammes (in-2'), wherein P' is H, with derivatives 
of formula LGi-CO-R^' (XT) (X= -CO-), whereby LGi is a suitable leaving group such as 
e.g. CI, OH or O-aliyl following protocols described in the Examples and as shown above 
m Method D. 

Compounds of formula (1-2) wherein X is different from the carbonyl functionality may be 
prepared by replacing compounds of formula (XI) with those containing the appropriate 
functional groups, e.g. sulfonyl chlorides, isocyanates, isothiocyanates, chloroformates, 
substituted alkyl halides, epoxides or others to yield sulfonamide, urea, thiourea, 
carbamate, substituted alkyl derivatives, substituted a, /3-aminoalcohols, or others, 
respectively. 

Preparation of the precursor compounds of formula fI-3) 

According to another process, substituted methylene amide derivatives of formula (1-3), i.e. 
substituted methylene amide derivatives of formula (I), wherein Cy is substituted with an 
oxadiazole (as an example for a heteroaryl) and R^ is as above-dejBned, may be prepared 
from the corresponding acid derivative of formula (II-l), wherein LGx is a suitable leaving 
group such as e.g. CI, OH or O-allqrl and imide oxime of formula (X) following protocols 
such as described in the Examples and shown in Scheme 3 (Method E). Thus, the starting 
acid derivatives of formula (JL-l) are reacted with imide oxime of formula (X) using 
standard coupling agents, such as. DIG, EDC, TBTU, DECP, DCQ PyBOP®, Isobutyl 
chloroformate or others in a suitable solvent such as DCM, followed by exposure to base, 
such as pyridine, to promote the cyclization yielding oxadia2x>le of formula (1-3). 
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According to an alternative process, the substituted methylene amides of fomiula (1-3) may 
be prepared j&om the corresponding amines (in-3) by coupling with the ester LG2-CO-CO- 
OR* wherem is an alkyl or cycloalkyl group and LG2 is a leaving gcoi^ such as for 
example CI, N-hydroxy succinimide, or benzotriazol-l-yl, such as described in Scheme 3 
(Method F). 

Compounds (in-3), wherein P is H, may be obtained by deprotection of their corresponding 
protected form, wherein P is a protecting group such as e.g. Boc or Fmoc. 

Compounds (111-3), wherein P is H or any protecting groups such as Boc or Fmoc, may be 
prepared from their precursor of formula (III-l') and amide oxime of formula (X) following 
protocols such as described in the Examples and shown in Scheme 3 (Method F). 

Scheme 3 



<1) Coupling 




(III-3) 

e\ Preparation of the precursor compounds of formula (1-4^ 
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According to another process, substituted methylene amide derivatives of formula (1-4), i.e. 
substituted methylene amide derivatives of formula (I), wherein Cy is substituted with X, 
and X is halogen atom (e.g. Br, I, CI) or a suitable leaving group such as -OSO2CF3, and 
may be prepared from the corresponding acid derivative of formula (11-4), following 
protocols such as described in the Examples and shown in Scheme 4 (Method G). 

Thus, derivatives of formula (11-4) can be reacted with a substituted alkyne of formula (XH) 
in the presence or not of additives, such as copper (T) salts in conjunction with palladium 
catalysts, (e.g. palladium tetrakis (triphenylphosphine), and amines (e.g. triethylamine). 
Preferred conditions imply use of c6pper(I) bromide, palladium tetrakis(triph«iyl- 
phosphine) in triethylamine e.g. PO^'C. 

According to a further process, the substituted methylene amides of formula (1-4) may be 
prepared from the corresponding amines (111-4) by coupling with the ester LG2-CO-CO- 
OR* wherein is an alkyl group and LG2 is a leaving group such as CI, N-hydroxy 
succinimide or benzotriazol-l-yl, such as described in Scheme 4 (Method H). 

Compoxmds (111-4), wherein P is H, may be obtained by deprotection of their corresponding 
protected form, wherein P is a protecting group (e.g. Boc or Fmoc). 

Conq)ounds (in-4), wherein P is H or any protecting groups (e.g. Boc or Fmoc), may be 
prepared &om their precursor of formula (in-4') and an alkyne of formula (XS) following 
protocols such as described in the Examples and shown in Scheme 4 (Method H). 



Scheme 4 
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Method G n r' 



O rH I Q 

o Cy o 

" ' X 



step 2 



Step1 

(11-4) 

^ V'N^Q Cy O 

PT- — T P X such as halogen or OTT T' 



X 



R' 



Method H 



Step 2 



Step 1 



(III-4) 



f) Preparation of the precursor compounds of formula (HP 

The precursor compounds of formulae (HI), (including IH-l', m-l, m-2% in-2, in-3, m-4, 
or in-4'), mentioned in Schemes 1, 2, 3 and 4, wherein Cy may be substituted with a 
moiety Q, like a substituted or unsubstituted aryl or substituted or unsubstituted heteroaryl, 

3 3* 

e.g. an oxadiazole, a substituted or unsubstituted cycloalkyl moiety, or -CO-NR R , - 
COOR^ -NP'R\ -NR^COR^', -CO-LGi, -SO2-LG1, -S02NR^R^, -CfeC-R^ wherein R^ and 
R^ may be independently from each other, substituted or unsubstituted (Ci-Ci5)alkyl or X 
wherein X is as defined in e), may be prepared from the corresponding precursors of 
formulae (VII), (Vm) or (EX), using a variety of synthetic strategies for which some 
examples are indicated in the below Scheme 5. 

• Compounds of formula (HI) - wherein R^^ is H - may for instance be prepared by 
alkylation of the amines (IV) - wherein R^ is as above-defined and wherein P is H or a 



wo 03/064376 



PCT/EP03/00808 



-34- 

suitable protecting group such as e.g. Boc or Fmoc - with the carbonyl derivatives (DQ, 
wherein R^^ is as above dejSned. The reaction (see Scheme 5, Method J) may be 
performed in the presence of a suitable reducing agent including NaBH(OAc)39 
NaBHaCN, NaBILj or hydrogen and an appropriate catalyst such as Pd/C or PtOa. 

• Alternatively, compounds of formula (III) may be prepared by alkylation of amines of 
formula (IV) with the derivatives of formula (VTII), wherein LG is a suitable leaving 
group including CI, Br, I, OH, OMs, OTs (see Method J). R^* and R^^ are as above- 
defined. 

• Also, compoxmds of formula (HI) may be prepared by alkylation of amines of formula 
(Vn), with the alkylating agents of formula (VT) wherein LG is the above-mentioned 
leaving group (Scheme 5, Method K). 

• Still a further alternative is set out in Scheme S, Method L. This embodiment illustrates 
the preparation of compounds of formula (JH) by alkylation of the amines of formula 
(VH) with carbonyl derivatives (V) - wherein A is as above-defined - in the presence of 
a reducing agent such as e.g. NaBH(OAc)3, NaBHaCN, NaBHU or hydrogen with an 
appropriate catalyst such, as e.g. Pd/C or PtOa, in order to provide compounds of 
formula (HI), wherein R^ is -CH-R^-A in which R^ is selected from the group 
consisting of (Ci-Ci2)alkyl, preferably (Ci-C6)alkyl, (C2-Ci2)alkenyl, (C2-Ci2)alkynyl, 
aryl, heteroaryl, (3-8-membered)cycloalkyl or heterocycloalkyl, (Ci-Ci2)alkyl-aryl or 
(Ci-Ci2)alkyl-heteroaryl, (C2-Ci2)alkenyl-aryl or -heteroaryl, (C2-Ci2)alkynyl-aryl or - 
heteroaryl. 
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Scheme 5 



Method I 



Method J 




Q 

(V) (VH) 

The precuisor compounds of formulae (IV), (V), (VI), (VH), (Vm) or (DC) are either 
commercially available or readily accessible fixmi cormnercial starting materials such as 
those selected from: 

(dl)-trans-2-benzyloxycyclopaitylainine, l-(l-naphthyl)ethylainine, 1,2,3,4-tetrahydro-l- 
naphfliylamihe, 1,2-dodecylene oxide , 1-aminoindane, l-deoxy-l-(methylamino)glucitol, 
2-amino-2-hydioxymethyl)-l,3-propanediol, 2-(2,4,6-trimethyl-phenyl)-ethylamine, 2-(3- 
chlorophenyl)ethylamine, 2-(3-methoxyphenyl)ethylamine, 2-(4-biphenyl)ethylamine, 2- 
(4-metJioxyphenyl)ethylamine, 2,2-diphenylethylamine, 2-amino-l-metho3cypropane, 2- 
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fluorobenzaldehyde, 2-foxmylthiazole, 2-moipholino-l,3-thiazole-5-carbaldehyde, 2- 
phenoxyphenethylamine, 2-phenylglycine ethyl ester hydrochloride, 2-pyridmecarbox-. 
aldehyde, 2-quinoxaloyl chloride, 2-thiophenecarboxaldehyde, 3-(ben2yloxy)aiiiline, 3- 
(tri£luoromethyi)beiizaldehyde, 3,3-diphenylpropylanune, 3,5-dichloroben2ylaiiiine, 3- 
aminophenyl trifluoromethyl sulfone, 3-carboxybenzaldehyde, 3-chlorobenzaldehyde, 3- 
cyanobenzaldehyde, 3-hydioxybeiizaldehyde, 3-iodobenzoyl chloride, 3-nitroben2aldehyde, 

3- phenylbenzyl amine hydiobromide, 3-phenylpropyla3tniiie, 3-pyridinecarboxaldehyde, 3- 
thiophenecaiboxaldehyde, 4-(l,2,3-thiadiazol-4-yl), benzylamine hydrochloride, 4- 
(aminomethyl)-l-N-Boc-amliae, 4-(dimethylainino)phenyl isocyanate, 4-(methyl- 
sulfonyl)benzaldehyde, 4-(Mfluoromethyl)benzylainine, 4-ainmo-l-benzylpiperidinei 4- 
benzamidobenzylamine, 4-bromoamline, 4-chloromefliylbenzoyl chloride, 4-chloK>- 
benzaldehyde, 4-cyanobenzaldehyde, 4-dimethylammobenzaldehyde, 4-formyl-benzoic 
acid, 4-formyl-benzoic acid benzyl ester, 4-hydroxybenzaldehyde, 4-methoxybenzene- 
sulfonyl chloride, 4-hitrobenzaldehyde, 4-n-pentylbenzylamine hydrochloride, 4-pentyl- 
benzylamine hydrochloride, 4-phenoxyaniline, 4-phenoxybenzaldehyde, 4-phenoxy- 
benzylamine, 4-phenoxyphenethylamine, 4-phenylbutylamine, 4-pyridinecarboxaldehyde, 

4- tolyl boronic acid, 5-fonnyl-2-thiophenecarboxylic acid, 6-(trifluoromethyl)pyridine"3- 
carboxaldehyde, aniline, benzaldehyde, benzoylperoxide, benzylamine, chloro-oxo-acetic 
acid ethyl ester, cis-delta 9-trans-tetradecenoyl chloride, cyclohexyl isocyanate, cyclohexyl 
isocyanate, cyclopentanone, dl"3-aniino-3-phenylpropionic acid, dl-alpha-methyl-benzyl- 
amine, dodecylamine, Fmoc-(3-aminomethyl)-benzoic acid, Fmoc-(4-aminomethyl)- 
benzoic acid, hexanoyl chloride, isopropylamine, lithium hydroxide monohydrate, 1- 
phenylglycine t-butyl ester, methyl 4-formyIbenzoate, N-bromo-succininaide, octylamine, 
p-anisaldehyde, pentadecylamine, piperonal, piperonylamine, sodium cyanoborohydride, 
sodium triacetoxyboiohydride, tetcabutylammonium iddide, tetradec-9-enoyl chloride , 
tetralds-triphenylphosphine palladium(0), thiophene-2-efliylamine, trans-2-phenyl- 
cyclopTopylamine hydrochloride, trans-3-(trifluoromethyl)cinnamoyl chloride, tridecanoic 
acid, tridecanoyl chloride. 
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A preferred process for preparing compounds of formula QH) is set out in the above 
Scheme 5, Method I. Therein, the reductive amination of carbonyl compounds of formula 
(DQ wherem Q is -COO-Bn is performed wifli amines of formula (TV) and a reducing agrat 
such as NaBH(OAc)3 in a suitable solvent such as DCE or THF. The process thus affords 
the amine of formula (HI), wherein Q is C(0)OBn. 

According to the methods described in Scheme 1 (Method A), flie resulting amine (HI) is 
coupled with an ester LG2-CO-COO-R^ wherein is a (Ci-C6)alkyl or cycloalkyl, 
preferably ethyl or methyl, and LG2 is a leaving group such as e.g. CI, in the presence of a 
base such as DTRA in an aprotic solvent (such as e.g. DCM or THF), thus affording 
substituted methylene amide derivatives of formula (11- 1). Subsequent benzyl deprotection 
using standard Hi/Pd methods and followed by the coupling of the resulting acid, wherein 
X is CO and LGi is -OBn, with amines -NHR^R^', with using standard carbodiimide - or 
standard mixed anhydride - mediated methods affords the desired compounds of formula 
(I-l), wherein R^ is ethyl or methyl (see Scheme 1). The latter compounds may be 
hydrolysed to yield compounds of formula (la) of ttus invention, wherein R* is H, by their 
treatment with hydroxide such as e.g. NaOH in an appropriate protic solvent (such as e.g. 
EtOH), followed by acidification of the reaction mixture. 

According to a further preferred process of preparing compounds of formula (la), carbonyl 
derivatives of formula (TX) (see Scheme 5), wherein Q is -CONR^R^* may be prepared fix>m 
their commercially available or readily accessible from commercial starting materials 
precursor in which Q is -COOH and amines HNR^R^' using standard carbodiimide- or 
standard mixed anhydride-mediated methods. The reductive amination of flie carbonyl 
derivatives of formula (DQ wherein Q is -CONR^R^* with amines of formula (IV) and a 
reducing agent such as NaBH(OAc)3 in a suitable solvent such as DCE or THF affords the 
amine of formula (HI) wherein Q is -CONR^R^', following flie methods described in 
Method I, Scheme 5. The resulting amine (HI) is coupled with the ester LGa-CO-COO-R^, 
wherein R* is a (Ci-C6)alkyl or cycloalkyl, prefembly ethyl or methyl, and LG2 is a leaving 
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group such as e.g. CI, in the presence of a base such as DDEA m an aprotic solvent (such as 
e.g- DCM or THF) affording the ester (I-l). The latter compounds may be hydrolysed to 
compounds of formula (la) of this invention, wherein is H, by their treatment with 
hydroxide such as e.g« NaOH in an appropriate protic solvent (such as e.g. EtOH), followed 
by acidification of the reaction mixture. 

Basic salts of the compounds of formula (I) are prepared in a conventional manner as is 
known by a person skilled in the art. In particular the N-Me-D-glucamine and the 
tromethamine (i.e. 2-amino-2-(hydroxymethyl)-l,3-propanediol) salts of this invention 
provide water-soluble derivatives and improved bioavailability. 

The methods of preparation of the substituted methylene amides of formula (I) of this 
invention according to the above protocols have the specific advantage of being convenient 
and economic in the sense tiliat they involve only a few steps. 

g) Preparation using Solid-Phase and/or mixed solid/solution phase: 

According to yet another general approach, substituted methylene amides according to tiie 
general formula (la), wherein the substituents R^, R^^ and Cy are as above defined, 
may be prepared by solid-phase and/or mixed solid/solution-phase synthesis protocols such 
as those described in die examples and shown in Schemes 1, 2, 3, 4, 5 and 6 above using 
well known technical approaches (such as IRORI®). It will be appreciated by the 
practitioner skilled in the art that basically the same conditions, methods and reagents as 
above described in Schemes 1, 2, 3 and 4 for the solution-phase synthesis of compounds of 
formula (la) could be applied to the solid-phase and/or mixed solid-/solution-phase 
syntiiesis of said compounds. In the context of such a solid-phase and/or mixed solid- 
solution-phase synthesis protocol, R^ is as above-defined. Cleavage firom the resin is 
effected under acidic conditions, affording the corresponding substituted methylene amide 
derivatives of formula (la). It is to be understood that fiirfher to the resin types mentioned in 
the Examples such as e.g. Sasrin aldehyde resins, other suitable reagents, notably resins. 



wo 03/064376 



PCT/EP03/00808 



-39- 

known to a person skilled in the art, could be employed for the solid-phase synthesis of 
compounds of general formula (la). 

The filled circles in the below Scheme 6 illustrate the resin beads to which the compoimds 
are linked during the solid phase synthesis. 

In one particularly preferred process, resin-bound amines of formula NHR^R^ (D), wherein 
represents any suitable resin (Scheme 6) and is above-defined in the description, are 
prepared from conmiercially available per se or readily accessible fmm resins such as e.g. 
Sasrin aldehyde or bromo-Wang resins and amines, using standard reductive amination or 
alkylation conditions well known to the practitioner skilled in flie art. The resin-bound 
amines NHR^R^ (D) may tiien be acylated with compoimds of formula (Vm-l ') wherein X 
is -CO- and LGi is Q in the presence of base such as e.g. DBEA, in suitable solvent such as 
NMP or DCM; or X may also be is -SO2- and LGi is CI using standard conditions 
involving a base such as DIEA in an aprotic solvent such as DCM or THF affording 
compounds of formula (VUI-l) (Scheme 6, Method N). 

According to the methods outiined in Scheme 5 (Method J), the displacement of the leaving 
group LG from the latter resin-bound intermediates (VIII-l) by their reaction with amines 
NHPR^ (IV) in the presence of iodide such as TBAI or Nal in a suitable solvent such as e.g. 
NMP at suitable temperature such as 80°C can afford resin-bound compounds of Formula 
(m-l). Finally, this compounds is coupled with the ester LG2-CO-COO-R^, wherein R^ is 
preferably ethyl or methyl and LG2 is a leaving group such as e.g. CI, in the presence of a 
base such as DIEA in an aprotic solvent (such as e.g. DCM or THF) affording the resin- 
bound ester (I-l). The latter compoimds can be hydrolysed to compounds of formula (la) of 
this invention, wherein R^ is H, by their treatment with hydroxide such as e.g. NaOH in an 
appropriate solvent (such as e.g. THF). Cleavage from the resin is performed under acidic 
conditions (such as e.g. a DCM solution containing 20 % TFA), affording the 
corresponding desired substituted methylene amide derivatives of Formula (la). 



wo 03/064376 



PCT/EP03/00808 



■40- 



Scheme 6 
Method M 



(VIII-1') 



Hr!i^ (IV) 



(D) 



See Scheme 4 
Method H 



X 



Method N 



(VII-1') 



H 



(D) 



Cviii-1) 

f - 



rV^a 



See Scheme 4 
Method J 



/ (IIM) 



(VIM) 



In one other preferred synthetic approach (Method >r> . die resin-bound anodnes of formula 
NHR^R^ (D), wherein represents a suitable resin (Scheme 6) can be acylated with 
compounds of formula (VH-l 0, wherein X is -CO-, LGi is OH, R\ R^% R^^ R^ and R^ are 
as above-defined and P is a protecting group such as Fmoc or Pht, using standard 
conditions involving a coupling reagent such as e.g. PyBOP®, in a suitable solvent such as 
NMP or DCM affording resin-bound compounds of formula (VH-I), The same resin-bound 
amines of formula NHR^R^ can be sulfonylated with compoimds of formula (VU-l 
wherein X is -SO2-, LGi is CI and P is a protecting group such as Fmoc or Pht, using 
standard conditions involving a base such as DIBA affording resin-bound compounds of 
formula (VII-l). These latter intermediates can be deprotected following standard 
conditions and then alkylated following the methods outlined in Scheme S (Method H) to 
afford the compounds of formula (m-l). Finally, these compounds are converted to the 
desired substituted methylene amides of formula (la), following the methods described 
above. 
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' When employed as pharmaceuticals, substituted methylene amide derivatives of the present 
invration are typically administered in the form of a pharmaceutical composition. Hence, 
pharmaceutical compositions comprising a compound of formula (I) and a pharmaceuti- 
cally acceptable carrier, diluent or excipient tiierefore are also within the scope of the 
present invention. A person skilled in the art is aware of a whole variety of such carrier, 
' diluent or excipient compounds suitable to formulate a pharmaceutical composition. 

The compounds of the invention, together wilh a conventionally employed adjuvant, car- 
rier, diluent or excipient may be placed into the form of pharmaceutical compositions and 
unit dosages thereof, and in such form may be employed as solids, such as tablets or filled 
capsules, or liquids such as solutions, suspensions, emulsions, elixirs, or capsules filled 
with the same, all for oral use, or in the form of sterile injectable solutions for parenteral, 
(including subcutaneous use). Such pharmaceutical compositions and unit dosage forms 
thereof may comprise ingredients in conventional proportions, with or wifliout additional 
active compounds or principles, and such unit dosage forms may contain any suitable 
effective amount of the active ingredient commensurate widi the intended daily dosage 
range to be employed. 

When employed as pharmaceuticals, substituted methylene amide derivatives of this 
invention are typically administered in the form of a pharmaceutical composition. Such 
compositions can be prepared in a manner well known in the pharmaceutical art and 
comprise at least one active compound. Generally, the compounds of this invention are 
administered in a pharmaceutically effective amoimt The amount of the compound actually 
administered will typically be determined by a physician, in the light of tiie relevant 
circumstances, including the condition to be treated, the chosen route of administration, the 
actual compound administered, the age, weight, and response of &e individual patient, the 
severity of the patient's symptontis, and the like. 

The pharmaceutical compositions of these inventions can be administered by a variety of 
routes including oral, rectal, transdermal, subcutaneous, intravenous, intramuscular, and 
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intranasal. The compositions for oral administration can take the form of bulk liquid 
solutions or suspensions, or bulk powders. More commonly, however, the compositions are 
presented in unit dosage forms to facilitate accurate dosing. The term '"unit dosage forms" 
refers to physically discrete units suitable as unitary dosages for human subjects and other 
mammals, each unit containing a predetermined quantity of active material calculated to 
produce the desired therapeutic effect, in association with a suitable pharmaceutical 
excipient Typical unit dosage forms include prefiUed, premeasured anq>oules or syringes 
of the liquid compositions or pills, tablets, capsules or the like in the case of solid 
compositions. In such compositions, the substituted methylene amide derivative according 
to the invention is usually a minor component (firom about 0. 1 to about 50% by weight or 
preferably from about 1 to about 40% by weight) with the remainder being various vehicles 
or carriers and processing aids helpful for forming the desired dosmg form. 

Liquid forms suitable for oral, administration may include a suitable aqueous or nonaqueous 
vehicle with buffers, suspending and dispensing agents, colorants, flavors and the like. 
Solid forms may include, for example, any of the following ingredients, or compounds of a 
similar nature: a binder such as microcrj^talline cellulose, gum tragacanth or gelatine; an 
excipient such as starch or lactose, a disintegrating agent such as algtoic acid, Primogel, or 
com starch; a lubricant such as magnesium stearate; a gjidant such as colloidal silicon dio- 
xide; a sweetening agent such as sucrose or saccharin; or a flavoring agent such as pepper- 
mint, methyl salicylate, or orange flavoring. 

fojectable compositions are typically based upon injectable sterile saline or phosphate-buf- 
fered saline or other injectable carriers known in the art. As above mentioned, substituted 
methylene anude derivatives of formula (I) in such compositions is typically a minor 
component, frequently ranging between 0.05 to 10% by weight with the remainder being 
the injectable carrier and the like. 

The above described components for orally administered or injectable compositions are 
merely representative. Further materials as well as processing techniques and the like are 
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set out in Part 8 of Remington 's Pheamaceutical Sciences, 17^ Edition, 1985, Marck 
Publishing Company, Easton, Pennsylvania, which is incorpoiated herein be leference. 

The compounds of tiiis invention can also be administered in sustained release forms or 
from sustained release drug delivery systems. A description of representative sustained 
release materials can also be found in the incorporated materials in Remington 's Pharma- 
txutical Sciences. 

In the following the present invention shall be illustrated by means of some examples 
which are not construed to be viewed as limiting the scope of the invaition. The following 
abbreviations are hereinafter used in the accompanying examples: min (minute), h (hour), g 
(gram), mg (milligram), mmol (millimole), m.p. (melting point), eq (equivalents), mL 
(milUhter), \iL (microliters), mL (milliliters), APCI ( Atmospheric pressure chemical 
ionization), ESI (Electro-spray ionization), L (liters), AcOEt (Ethyl acetate), Boc (tert- 
Butoxycarbonyl), CH3CN (AcetonitrUe), DBU (Diazabicyclo [5.4.03undec-7-ene), DCC 
picyclohexyl carbodiimide), DCE (Dichloroethane), DIEA (Diisopropylethylamine), 
Fmoc (9-Fluorenylmethoxycarbonyl), CDCI3 (deuterated chloroform), c-Hex 
(Cyclohexanes), DCM (Dichloromethane). DIC (Diisopropyl carbodiimide), DMAP (4- 
Dimelhylaminopyridine), DMF (Dimethylformamide), DMSO (Dimethylsulfoxide), 
DMSO-d6 (Deuterated dimethylsul-foxide), EDC (l-(3-Dimefhyl-amino-propyl)-3- 
ethylcafbodiunide), EtOAc (Ethyl acetate), Et20 (Diethyl ether), EtOH (Elhanol), HOBt (1- 
Hydioxybenzotriazole), KaCOs (Potassium carbonate), MeOH (Meflianol), CD3OD 
(Deuterated methanol), MgS04 (Magnesium sulfete), NaH (Sodium hydride), NaHCOs 
(Sodium bicarbonate), NaBHsCN (Sodium cyanobotohydride), NaBH* (Sodium 
borohydride), NaBH(OAc)3 (Sodium triacetoxyborohydride), NMM (N-melhyl- 
morpholine), NMP (N-Methylpyrrolidone), nBuLi (n-Butyl-liflrium), Pd(PPh3)4 (Tetrakis 
triphenylphosphine palladium), PetEther (Petroleum ether), Pht (Phtalnnide), PyBOP® 
^entotriazole-l-yl-oxy-tris-pyrrolidino-phosphonium hexafluorophosphate), rt (room 
temperature), SPE (soUd phase extraction), TEA (Triethylamine), TFA (Trifluoro-acetic 
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acid), THF (Tettahydrofiiran), TBTU (2-(l-H-benzotriazole-l-yl)-l,l,3,3- 
tetramethyluromium tetrafluoioborate). 

The HPLC, MS and NMR data provided in the examples described below were obtained as 
followed. HPLC: Waters Symmetry Cg coliram 50 mm x 4.6 mm; UV detection at 254 nm; 
flow: 2 mL/min; Conditions A: 8 min gradient jfrom 0.1 % TFA in H2O to 0.07 % TFA in 
CH3CN; Conditions B: 10 min gradient from 0. 1 % TFA in H2O to 0.07 % TFA in CH3CN. 
The semi-preparative reverse-phase HPLC was obtained as followed: Supelcosil ABZ+Plus 
colmnn (25 cm x 21.2 mm, 12 tim); UV detection at 254 imi and 220 nm; flow 20 mL/min; 
Condition C: 10 min gradient from 30 % CH3CN in 0.1 % TFA in CH3CN to 100 % 
CH3CN followed by 5 min elution at 100 % CH3CN. The MS data provided in the 
examples described below were obtained as followed: Mass spectrum: PE sciex API ISO 
EX (APCI or ESI) or LC/MS Waters ZMD (ESI). The NMR data provided in the examples 
described below were obtained as followed: *H-NMR: Bruker DPX-300MHz. 

Examples 

Example 1: fbenzvlM^rfdodecvlamino^carbonvn benzvllamino't foxo'tacetic acid 
Step a) Formation of the secondary amine of formula (m) following the Method I (See 
Scheme 5), e.g. 4-(benzylaminO'methyl)-benzoic acid benzyl ester 
To a solution of 4-fonnyl-benzoic acid benzyl ester (5,00 g, 20.81 mmol) (compound 
described in Bioorg. MedChem.; 5; 9; 1873-82 (1997)) and benzyl amine (2.453 g, 22,89 
mmol) in DCE (150 mL) was added at once NaBH(OAc)3 (6.175 g, 29.14 mmol) and the 
resulting mixture was sticred overnight at rt. 30 mL of a saturated aqueous solution of 
NaHC03 were added to the reaction mixture, the aqueous layer was separated and extracted 
with DCM (3x 200 mL). The combined organic layers were dried over MgS04, filtered and 
concentrated to afford a yellowish oil. This cmde product was purified by column 
chromatography over silica gel (AcOEt/c-Hex 4/1 to 1/1 in about Ih) to give the title 
compound as a colorless oU (4.780 g, 69 %). *H NMR (CDCI3, 300 MHz) 8 7.95 (m, 2H), 
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7.37-7.16 (m, 12H), 5.27 (s, 2H), 3.77 (s, 2H), 3.70 (s, 2H). M^(ESI): 332.2. HPLC 
(Condition B), Rt: 4.26 min (HPLC purity: 98.5 %). 

Step b) Formation of the oxamic ester of formula (n-l) following the Method A (See 
Scheme 1), e.g. 4''[(benzyl-ethoxyoxalyUamino)'methyl] -benzoic acid benzyl ester 
To a solution of 4-(benzylamino-methyl)-bCTZoic acid benzyl ester (4.50 g, 13.58 nunol) 
and TEA (2.748 g, 27.16 mmol) in anhydrous THF (100 mL) at 0**C under inert 
atmosphere, was added dropwise the chloro-oxo-acetic acid ethyl ester (2.781 g, 20.37 
mmol) diluted in THF (10 mL). The reaction mixture was stirred at 0°C for 2 h. The 
solvent was evaporated and 100 mL of DCM were added. 20 mL of a saturated aqueous 
solution of NaHCOs were added and the aqueous layer was separated and extracted with 
DCM (3x 50 mL). The combined organic layers were dried over MgS04, filtered and 
concentrated to afford a yellowish oil. This crude product was purified by column 
chromatography over silica gel (AcOEt/c-Hex 4/1 to 2/1 in about Ih) to give the tifle 
compound as a colorless oil (5.810 g, 99 %). NMR (CDCI3, 300 MHz) 8 7.95 (m, 2H), 
7.37-7.1 1 (m, 12H), 5.30 (s, 2H), 4.44 (m, 2H), 4.31-4.22 (m, 4H), 1.22 (t, J=7.5 Hz, 3H). 
M^(APCI): 432.0. HPLC (Condition B), Rt: 7.2 min (HPLC purity: 99.4 %). 

Step c) Formation of the oxamic ester of formula (H-l), e.g. 4-[(benzyl'ethoxyoxalyl- 
aminoj-methylj 'benzoic acid 

H2 (1 atm) was bubbled slowly trough a suspension of 10 % Pd/C (300 mg) in EtOH (50 
mL) for 15 min at rt To this suspension was then added a solution of 4-[(benzyl- 
ethoxyoxalyl-amino)-mefliyl]-beiizoic acid benzyl ester (5.500 g, 12.75 mmol) diluted in 15 
mL of EtOH. The resulting reaction mixture was stirred under H2 ( 1 atm) for 5 h at rt The 
reaction mixture was filtered over a pad of ceUte to remove the catalyst. The solvent was 
evaporated to afford the title compound as a colorless oil used in the next steps without 
fiirther purification (4.217 g, 97 %). ^H NMR (CDCI3, 300 MHz) 5 8.07 (m, 2H), 7.37-7.1 1 
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(m, 7H), 4.51 (m, 2H), 4.39-4.30 (m, 4H), 1.27 (m, 3H). M-(APCI): 340.0; M^(APCI): 
342.0. HPLC (Condition A), Rt: 4.31 inin (HPLC purity. 99.1 %). 

Step d) Formation of the oxamic ester of formula (I-l) following the Method A (See Scheme 
1), ^'S- ^^^y^ (benzyl{4-[(dodecylamino)carbonyl]benzyl}amino) (oxo) acetate, using U 
ethyU3-(3'dimethylaminopropyl)carbodiimide hydrochloride 

To a solution of 4-[(benzyl-ethoxyoxalyl-ainino)-mefliyl]-benzoic acid (1500 mg, 4,39 
mmol) in anhydrous THF (15 niL) at RT was added EDC (1.261 g, 6.58 nunol) and 
dodecylamine (1.018 g, 5.49 mmol) under inert atmosphere. The resulting nodxture was 
stirred overnight at rt The solvent was evaporated and the residue dissolved in DCM (30 
mL) and washed with a IN aqueous solution of HCl (2 mL). The combined organic layers 
were dried over MgS04, filtered and concentrated to afford a colorless oil. This erode 
product was purified by column chromatography over silica gel (AcOEt/ c-Hex 3/1 to 1/1 
in about 15 min) to give the title compound as a colorless oil (500 mg, 22 %). NMR 
(CDCU, 300 MHz) 5 7.75 (m, 2H), 7.37-7.26 (m, 7H), 6.09 (br s, IH), 4.5 (m, 2H), 4.36- 
4.30 (m, 4H), 3.45 (m, 2H), 1.62 (m, 3H), 1.36-1.27 (m, 20H), 0.88 (m, 3H). M"(ESI): 
507.2. HPLC (Condition A), Rt: 6.98 min (HPLC purity: 99.9 %). 

Step e) Formation of the oxamic acid of formula (I), e.g, (benzyl{4-[(dode€ylamino)' 
carbonyl]benzyl}amino)(oxo)acetic acid 

To a solution of ethyl (benzyl {4- [(dodecylamino)carbonyl]benzyl}amino)(oxo) acetate 
(690 mg, 1.36 nunol) in EtOH (4 mL) was added a IN aqueous solution of NaOH (1.36 
mL, 1.36 mmol) and the resulting reaction mixture was stirred at rt for 2 h. The solvents 
were evaporated and the residue dissolved in EtOAc (20 mL) and washed with a IN 
aqueous solution of HCl (5 mL). The aqueous layer was separated and washed with EtOAc 
(2x lOmL). The combined organic layers were dried over MgS04, filtered and concentrated 
to afford the title compound as a white solid (603 mg, 93 %). ^H NMR (CD3OD, 300 MHz) 
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I 

5 7.80 (m, 2H), 7.45-7.28 (m, 6H), 7.22 (m, IH), 4.54 (s. 2H). 4.50 (s, 2H), 3.38 (t, 2H, 
J=6.5 Hz), 1.64 (m, 2H). 1.38-1.21 (m, 18H), 0.88 (t, 3H, J=6.6 Hz). M-(ESI): 479.2 
HPLC (Condition A), Rt:.6.01 min (HPLC purity: 98.6 %). Analysis calculated for 
C2i»H«jN204: C, 72.47; H, 8.39 ; N, 5.83 %. Found: C, 72.30; H. 8.36 ; N, 5.79 % 

Kvatn ple 2: n3enzvll4- rf'^~^'^»'"'^""'>caThonYl1 ^?fT^1>«niiTio^foxoWetic acid. 
trometb''"^ ^"P' Q' « 9^-a niiTin-2-hvdroxvmethvlVl-3-pTOpanediol'> salt 
A mixture of (benzyl {4-[(dodecylamino)cari)onyl]baizyl}aniinoXoxo)acetic acid (1.842 g, 
3.83 ramol), tris ^ydroxymethyl)amino methane (0.464 g, 3.83 mmol) andEtOH (38 mL) 
were heated imtil a homogeneous solution was obtained. The solvent was removed in 
vacuum and flie residue was dissolved in a 9/1 mixture of H20/EtOH. The resulting 
solution was then lyophilized to afford the title compound as a fluffy white powder (2.299 
g, 99 %). M-(LCyMS(ESI)): 479.5; M*(LC/MS(ESI)): 481.3. HPLC (Condition A). Rt: 6.0 
min (HPLC purity: 98.6 %). Analysis calculated for C29H40N2O4.C4H11NO3: C, 65.86; H, 
8.54; N, 6.98 %. Found: C, 65. 10; H, 8.78; N, 6.90 % 

F-Tfam ple ^- (hftn!7vU4-rfdodecvlamino'>carbonvll benzvUamino 'Xoxo'tacetic acid.N- 
methvl-D-p1ucamine(i-e. 1-deoxv- l-rmethvlamino^gluciton salt 

The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
glucamine gave the title compound as a white solid (89 %). M"(LC/MS(ESI)): 479.3; 
M*^(LC/MS(ESI)): 481.3. HPLC (Condition A), Rt: 6.1 min (HPLC purity: 99.25 %). 
Analysis calculated for C29H40N2O4.C7H17NO5-I.2 H2O: C, 61.99; H, 8.24; N, 6.02 %. 
Found: C, 61.84; H, 8.60; N, 5.99 % 

p^fl^lft 4; oxof l4-r( f fn*«^'^l*^^" o'kiariio nvlTbenzvnr4-ftrifluoromeflwl')benzvl1 
aiyiinij^} acetic acid 

St^ a) Formation of benzyl 4-({[4-(tnfluoromethyl)benzyriamino}methyl)benzoate. 
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The same procedure as employed in the preparation of Example 1 (step a) but using 4- 
trifluoromethyl-benzylamine gave the title compound as a yellow oil (74 %). 
M^(LC/MS(ESI)): 400.3. HPLC (Condition A), Rt: 3.76 min (HPLC purity: 97.6 %). 

Step b) Formation of benzyl 4-({[ethoj(y(oxo)acetyl] [4-(trifluoromethyl)^^ 
aminojmethyljbenzoate 

The same procedure as employed in the prqparation of Example 1 (step b) but using the 
benzyl 4-({[4-(trifluoromethyl)benzyl]amino}methyl)benzoate gave the title conopound as a 
colorless oil (95 %). *H NMR (CDCI3, 300 MHz) 8 7.95 (t, 2H, J=8.3 Hz), 7.48 (m, 2H), 
7.37-7.13 (m, 9H), 5.25 (br s, 2H), 4.41 (br s, 2H), 4.27-4.18 (m, 4H), 1.20 (t, 3H, J=7.0 
Hz). M*(LC/MS(ESI)): 498.1; ]VI^(LC/MS(ESI)): 500.3. HPLC (Condition A), Rt: 6.14 min 
(HPLC purity: 98.9 %). 

Step c) Formation of4'({[ethoxy(oxo)acetyl][4-(trifluoromethyl)benzyl]amino}meth^ 
benzoic acid 

The same procedure as employed in the preparation of Example 1 (step c) but using 
benzyl 4-({[ethoxy(oxo)acetyl][4-(trifluoromethyl)benzyl]amino}methyl)benzoate gave the 
title compound as a colorless foam (84 %). Nr(LC/MS(ESI)): 408.2; M^(LC/MS(ESI)): 
410.1. HPLC (Condition A), Rt: 4.43 mm (HPLC purity: 98.9 %). 

Step d) Formation of ethyl oxo{{4-[(pentadecylamino)carbonylJ benzyl} [4-(trifluoro' 
methyl)benzylJamino}acetate 

The same procedure as employed in the preparation of Example 1 (step d) but using 4- 
({[ethoxy(oxo)acetyl][4-(trifluoromethyl)benzyl]aniino}mefhyl)benzoic acid gave the title 
compound as a white solid (78 %). M'(ESI): 617.2. HPLC (Condition A), Rt 7.54 min 
(HPLC purity: 97.7%). 
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Step e) Formation of the oxo{{4-[(pentade<ylamino)carbonyl]benzyl}[4-(tri^ 
benzyl] aminojacetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using the 
ethyl oxo { {4-[(pentadecylamino)caibonyl]benzyl} [4-(trifluoromethy 
acetate gave the title compound as a colorless foam (84 %). NMR (CD3OD, 300 MHz) S 
7.77 (m, 2H), 7.58 (m, 3H), 7.44 (d, IH, J=8.3 Hz), 7.38 (d, IH, J=8.3 Hz), 7,30 (d, IH, 
J=8.3 Hz), 4.56-4.50 (m, 4H), 3.37 (t, 2H, J=7.2 Hz), 1.64 (m, 2H), 1.30 (m, 24H), 0.91 (t, 
3H, J=6.6 Hz). M"(LC/MS(ESI)): 589.1; ]Vf(LC/MS(ESI)): 591.1. HPLC (Condition A), 
Rt: 7.25 min (HPLC purity: 98.1 %). 

Example S: (T3enzvl{4-ffpent adecy1aTnin o'>carbonvl') benzyl} amino^ foxo^acetic acid 

Step a) Formation of the secondary amine of formula (III) following the Method I (See 
Scheme 5), e.g. 4-(benzylamino-methyl)-benzoic acid benzyl ester 

To a solution of 4-formyl-benzoic acid benzyl ester (5.00 g, 20.81 mmol) and benzyl amine 
(2.453 g, 22.89 mmol) in DCE (150 mL) was added at once NaBH(OAc)3 (6,175 g, 29. 14 
nrniol) and the resulting mixture was stirred overnight at rt. 30 mL of a saturated aqueous 
solution of NaHCOa were added to the reaction mixture, the aqueous layer was separated 
and washed with DCM (3x 200 mL). The combined organic layers were dried over MgS04, 
filtered and concentrated to afford a yellowish oil. This crude product was purified by 
column chromatography over silica gel (AcOEt/c-Hex 4/1 to 1/1 in about Ih) to give the 
tifle compound as a colorless oil (4,780 g, 69 %). *HNMR (CDQa, 300 MHz) 5 7.95 (m, 
2H), 7.37-7.16 (m, 12H), 5.27 (s, 2H), 3.77 (s, 2H), 3.70 (s, 2H) M*-(ESI): 332.2. HPLC 
(Condition B), Rt: 4.26 min (HPLC purity: 98.5 %). 

Step b) Formation of the oxamic ester of formula (II-l) following the Method A (See 
Scheme J), e.g. of the 4-f(benzyl-ethoxyoxalyl-amino)'methylJ'benzoic acid benzyl ester 
To a solution of 4-(benzylamino-methyl)-benzoic acid benzyl ester (4.50 g, 13.58 mmol) 
and TEA (2.748 g, 27.16 mmol) in anhydrous THF (100 mL) at O^'C under inert 
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atmosphere;^ was added dropwise the chloro-oxo-acetic acid ethyl ester (2.781 g, 20.37 
tmnol). The reaction mixture was stirred at O^'C for 2 h. Most of the solvents were 
evaporated and 100 mL of DCM were added. 20 mL of a saturated aqueous solution of 
NaHCOs were added to the reaction mixture, the aqueous layer was separated and extracted 
with DCM (3x 50 mL). The combined organic layers were dried over MgS04, filtered and 
concentrated to afford a yellowish oil. This crude product was purified by column 
chromatography over silica gel (AcOEt/c-Hex 4/1 to 2/1 in about Ih) to give 4-[(benzyl- 
ethoxyoxalyl-amino)-methyl]-benzoic acid benzyl ester as a colorless oil (5.810 g, 99 %). 
*H NMR (CDCls, 300 MHz) 8 7.95 (m, 2H), 7.37-7.1 1 (m, 12H), 5.30 (s, 2H), 4.44 (m, 
2H), 4.31-4.22 (m, 4H), 1.22 (m, 3H). M^(APCI): 432.0. HPLC (Condition B), Rt: 7.2 min 
(HPLC purity: 99.4). 

Step c) Formation of the of the oxamic ester of formula (U-l), e.g. 4-[(ben2yl-etho:^oxalyl- 
aminoj-methylj-benzoic acid 

Ha (1 atm) was bubbled slowly trough a suspension of 10 % Pd/C (300 mg) in EtOH (50 
mL) for 15 min at rt. To this suspension was then added a solution of 4-[(benzyl-ethQxy- 
oxalyl-amino)-methyl]-benzoic acicl benzyl ester (5.500 g, 12.75 mmol) diluted in 15 mL of 
EtOH. The resulting reaction mixture was stirred under 1 atm H2 for 5 h at rt. The reaction 
mixture was filtered over a pad of celite to remove the catalyst. EtOH was evaporated to 
afford the title compound as a colorless oil used in the next steps without fiirther 
purification (4.217 g, 97 %). ^H NMR (CDQs, 300 MHz) 5 8.07 (m, 2H), 7.37-7. 1 1 (m, 
7H), 4.51 (m, 2H), 4.39-4.30 (m, 4H), 1.27 (m, 3H). M-(APCI): 340.0; M*^(APC1): 342.0. 
HPLC (Condition A), Rt: 4.31 min (HPLC purity: 99.1 %). 

Step d) Formation of the oxamic ester of formula (I-l) following the Method A (See Scheme 
1), e.g. ethyl (benzyl{4'[{pentadecylamino)carbonyl] benzyl}amino)(oxo) acetate, using 
supported cyclohexylcarbodiimide 
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To a solution of 4-[(beiizyl-efhoxyoxalyl-ainino>methyl]-benzoic acid (102 mg, 0.3 mmol) 
and pentadecylamine (39.9 mg, 0.2 mmol) in DCM (2 mL), the N-cyclohexylcaibodiimide, 
N-me&yl polystyrene HL (Novabiochem, 355 mg, 0.6 mmol, loading: 1.69 mmol/g) was 
added at once the and the resulting reaction mixture was stirred overnight at rt The resin 
was filtered and the solvents were ev^orated under vacuum to a£foid a colorless oil. This 
crude product was purified by column chromatography over silica gel (EtOAc) to give the 
title compound as a colorless oil (39 mg, 35 %). ^HmiR (CDCU, 300 MHz) 8 7.75 (m, 
2H), 7.37-7.26 (m, 7H), 6.13 (br s, IH), 4.5 (m, 2H), 4.36-4.30 (m, 4H), 3.45 (m, 2H), 1.62 
(m, 2H), 1.36-1.27 (m, 26H), 0.88 (t, J= 8.0 Hz, 3H). M-(APCI): 549.1; M*-(APCI): 551.4 
HPLC (Condition A), Rt: 7.46 min (HPLC purity: 98.2 %). 

Step e) Formation of the oxamic acid of formula (I-l), e.g. (benzyl{4-[^entadecylamino)- 
carbonyl]benzyl}amino)(oxo)acetic acid 

To a solution of ethyl (benzyl {4- [(pentadecylamino)carbonyl]benzyl}amino)(oxo) acetate 
(28.0 mg, 0.051 mmol) in EtOH (1 mL) was added NaOH (14.9 mg, 0.37 mmol) dissolved 
in H2O (0.37 mL) and the resulting reaction mixture was stirred at rt for 2 h. The solvents 
were evaporated then EtOAc (5 mL) and a IN aqueous solution of HCl (1 mL) were adided 
to the residue. The aqueous layer was separated and extracted with EtOAc (2x 5mL). The 
combined organic layers were dried over MgS04, filtered and concentrated to afford a 
white solid (27.5 mg, 96 %). ^HNMR (CD3OD, 300 MHz) S 7.70 (m, 2H), 7.37 (d, IH, 
J=8.3 Hz), 7.30-7.10 (m, 6H), 4.39 (m, 4H), 3.26 (t, 2H, J=7.0 Hz), 1.54 (m, 2H), 1.26 (m, 
24H), 0.90 (t, J=7.5 Hz, 3H). M-(APCI): 521.6. HPLC (Condition A), Rt: 6.96 min (HPLC 
purity: 98.4 %). 

P:y>iin pte6: (h«nirvU4-rftridecvlaminoViarbonvl1b '^^l>a™™V"Tt"'>acetic acid 

Step a) Formation of ethyl (benzyl{4-[(tridecylamino)carbonyl] benzyl}amino)(oxo) acetate 
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The same procedure as employed in the preparation of Example 5, step d, but using 
tridecylamine gave the title compound as a colorless oil (40 %). M*(APCI): 523.2; 
Nf*^(APCI): 521.2. HPLC (Condition A), Rt 7.06 min (HPLC purity: 99.2 %). 

Step b) Formation of(befizyl{4-[(tride<ylamino)carbonyl]benzyl}ami^^ acid 
The same procedure as employed in the preparation of Example 5, step e, but using the 
ethyl (benzyl {4-[(tridecylamino)carbonyl] benzyl} amino)(oxo) acetate gave the titie 
compound as a white solid (94 %)• *H NMR (CD3OD, 300 MHz) 5 7.73 (m, 2H), 7.40 (m, 
IH), 7.29-7.16 (m, 6H), 4.45-4.36 (m, 4H), 3.34 (t, 2H, J=7^ Hz), 1.57 (m, 2H), 1.30-1.23 
(m, 20H), 0.84 (t, 3H, J=6.6 Hz). M"(APCI): 493.2. HPLC (Condition A), Rt: 6.47 min 
(HPLC purity: 99.6 %). 

Example 7: n>enzvir4-{rdodecvirmethvnaimno1carbonvUbenzvnaiiiino1(oxo^acetic acid 
Step a) Formation of ethyl (benzyl{4'[(tridecylamino)carbonyl] benzyl}amino)(oxo) acetate 
The same procedure as employed in the preparation of Example 5, step d, but using 
dodecyl-methyl-amine gave the title compound as a colorless oil (54 %). HPLC (Condition 
A), Rt: 7.13 min (HPLC purity: 92:5 %). 

St^ b) Formation of[bemyl(4-{[dodecyl(methyl)aminocarbonyl}benzyl) amino] (oxoacetic 
acid 

The same xnrocedure as employed in the preparation of Example 5, step e, but using the 
ethyl (benzyl {4-[(tridecylamino)carbonyl] benzyl}amino)(oxo) acetate gave the titie 
compound as a colorless oil (86 %). ^HNMR (CD3OD, 300 MHz) 5 7.46 (m, IH), 7.38- 
7.24 (m, 8H), 4.51-4.43 (m, 4H), 3.54 (m, IH), 3.30 (m, IH), 3.07 (s, 1.5H), 2.95 (d, 1.5H, 
J=4.1 Hz), L69-1.58 (2m , 2H), 1.40-1.18 (m, 18H), 0.89 (m, 3H). M-(LaMS(ESI)): 
493.5; I^(LC/MS(ESI)): 495.8. HPLC (Condition A), Rt: 6.47 min (EBPLC purity: 99.9 
%). 
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Example 8: {(4-{[dodecyl(methyl)aimno]caibanyl}bOTzyl)[4-(trifluo^ 
amino} (axo)acetic acid 

Step a) Formation ofett^l {(4-{[dodecy^methyl)ammo]carbonyl}benzyl)[4-(Mfluoro- 
methyl)benzyl]amino}(oxo)acetate 

The same procedure as enq)loyed in the preparation of ^cample 5, step d, but using 4- 
({[ethoxy(oxo)acetyl][4Ktrifluoromethyi)benzyl]amino}methyl)benzoic acid and dodecyl- 
methyl-amine gave the title compound as a colorless oil (56 %). HPLC (Condition A), Rt: 
7.41 min (HPLC purity: 82 %). 

Step b) Formation of {(4-{[dodecyl(methyl)amino]carbonyl}benzyl)[4-(trifluoromeaiyl)- 
benzyl] amino} (oxo)acetic acid 

, The same procedure as employed in the preparation of Example 5, step e, but using the 
ethyl {(4-{[dodecyl(methyl)amino]caibonyl}benzyl)[4-(trifluoromethyl)benzyl]amino}- 
(oxo)acetate gave the title compound as a colorless oil (68 %). NMR (CD3OD, 300 
MHz) 8 7.7-7.52 (m, 3H), 7.50-7.30 (m, 5H), 4.62-4.5 (m, 3.5H), 3.85 (m, 0.5H). 3.54 (m, 
IH). 3.30 (m. IH), 3.07 (s, 1.5H), 2.95 (m, 1.5H), 1.72-1.52 (2m. 2H). 1.50-1.10 (m, 18H). 
0.95 (m, 3H). M-(LC/MS(ESr)): 562.1; M^(LC/MS(ESI)): 563.8. HPLC (Condition A), Rt: 
6.81 min (EIPLC purity: 90.5 %). 

p:vamnle 9: m .ftert-butox v«ftThoiivlV4- piperidinvn iA-U dodecvlamino^carbonyll 
henzylla-mitioVoxo'tacetic acid 

St^ a) Formation oftert-butyl 4-({4-f(benzyloxy)carbonylJbenzyl}amino)piperidine-l- 
carboxylate 

The same procedure as employed in tbs preparation of Example 5, step a, but using 1-Boc- 
4-amino-piperidine gave the title compound as a colorless oil (83 %). M*(LC/MS(ESI)): 
425.5. HPLC (Condition A), Rt: 3.52 min (HPLC purity: 97.8 %). 
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Step b) Formation oftert-butyl 4'{{4'[^enzyloxy)carbonylJ benzyl} fethoxy(^^ 
aminojpiperidine-l-carboxylate 

The same procedure as employed in the preparation of Example S, step b, but starting from 
tert-butyl 4-({4-[(benzyloxy)caibonyl]benzyl}amino)pq)eridme-l-carboxylate gave the tifle 
compound as a yellow foam (99 %). W(APCT): 523.4. HPLC (Condition A), Rt: 5.7 min 
(HPLC purity: 98.4 %). 

St^ c) Formation of4'({[l-(tert'butojfycarbonyl)piperidin'^-yl][^ 
amino}methyl)benzoic acid 

The same procedure as employed in the preparation of Example 5, step c, but starting from 
tert-butyl 4-{ {4-[(benzyloxy)carbonyl]benzyl} [ethoxy(oxo)acetyl]amino}piperidine-l- 
carboxylate gave the titie compound as a white foam (99 %). HPLC (Condition A), Rt: 4.1 
min (HPLC purity: 95.7 %). 

Step d) Formation of tert-butyl 4-{ {4-[ (dodecylamino)carbonyl] benzyl} [ ethoxy(oxo)- 
acetyl] amino}piperidine-l -carboxylate 

The same procedure as employed in the preparation of Example 5, step d, but starting from 
4-( { [ l-(tert-butoxycarbonyl)piperiditi-4-yl] [ethoxy(oxo)acetyl]amino}methyl)benzoic acid 
gave the title compound as a colorless oil (25 %). M"(LC/MS(ESI)): 600.8; '*^(LC/MS(ESI)): 
602.5. HPLC (Condition A), Rt: 6.75 min (HPLC purity: 99.1 %). 

Step e) Formation of ([l-(tert-butoxycarbonyl)'4-piperidinyl]{4-[(dodecylamino)carbonyl 
Jbenzyl}€mtinq)(oxq)acetic acid 

The same procedure as employed in the preparation of Example 5, step e, but starting from 
tert-butyl 4-{{4-[(dodecylamino)carbonyl]benzyl} [ethoxy(oxo)acetyl]amino}piperidine-l- 
carboxylate gave the tifle compound as a yellow oil (55 %). ^H NMR (CD3OD, 300 MHz) 8 
7.79(m, 2H), 7.47 (d, 0.5H, J=8.3 Hz), 7.24 (d, L5H, J=8.3 Hz), 4.64 (m, 2H), 4.08 (m. 
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2H), 3.90 (m, IH), 3.40 (t, 2H, J=7.2 Hz), 2.73 (m, 2H), 1.64 (m, IH), 1.50(in, 5H), 1.35- 
1.13 (m, 28H), 0.91 (t, J=7.9 Hz, 3H). M-(LCyMS(ESI)): 572.8; I^CLC/MSCESI)): 574.5 
HPLC (Condition A), Rt 6.18 min (HPLC purity: 99.2 %). 

KTcam ple 10: I l4-rfdodecvlamino>cari)onvlTben2vlU4-ftrifluoTomethvn bei^ 
foxo'tacetic acid 

Step a) Formation of the amide of formula (DQ wherein Q is -CONR^l^', e.g. N'dodecyl-4- 
formyl'benzamide, using isobutyl chloroformate 

To a solution of 4-formyl-benzoic acid (22.5 g, 149.9 mmol) and 4-mefhyl moipholine 
(18.2 g, 180.0 mmol) in anhydrous THF (200 mL) at -IS'^C was added diopwise isobutyl 
chlotofomiate (22.5 g, 165.0 mmol) under inert atmosphere. After 15 min, dodecylamine 
(30.56 g, 164.9 mmol) was added at once, and the resulting mixture was stirred 3 h at rt 
The solvent was evaporated in vacuum, and the resulting residue dissolved in DCM (200 
mL) and washed with a O.IN aqueous solution of HCl (3x 30), with brine (Ix 30 mL). The 
combined organic layers were dried over MgS04, filtered and concentrated to afford a 
white powder (45 g). This crade product was purified by colimm chromatography over 
silica gel (EtOAc/c-Hex 4/1 to 1/1 in about 1 h) to give the title compound as a fluffy white 
solid (38 g, 80 %). ^HNMR (CDCI3, 300 MHz) 5 10.06 (s, IH), 7.76 (m, 4H), 6.18 (m, 
IH), 3.44 (q, 2H, J=13 Hz, J=7.2 Hz), 1.61 (m, 2H), 1.4 to 1.2 (m, 18H), 0.86 (t, 3H, J=7.0 
Hz). M"(LC/MS(ESI)): 316.3; M^(LC/MS(ESI)): 318.3. HPLC (Condition A), Rt: 5.9 min 
(HPLC purity: 98.7 %). 

Stq> b) Formation of the secondary amine of formula (HI) following the Method I (See 
Scheme 5), e.g. N'dodecyl'^'[(4'trifluoromethyUbenzylamino)-methyl]-benzamide 
To a solution of N-dodecyl-4-formyl-benzamide (3 g, 9.45 mmol) and 4-trifluQromethyl- 
benzylamine (1.82 g, 10.4 mmol) in DCE (25 mL) was added at once NaBH(OAc)3 (2.80 g, 
13.23 mmol) and the resulting mixture was stirred overnight at rt 5 mL of a saturated 
aqueous solution of NaHCOa were added to the reaction mixture, the aqueous layer was 
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sq)aiated and washed with DCM (3x 20 mL). The combmed organic layers were dried over 
MgS04, filtered and concentrated to afford a yellowish oil. This crude product was purified 
by colunm chromatography over silica gel (EtOAc/c-Hex 15/85 to 75/25 in about Ih) to 
give the title compound as a white solid (2.66 g, 59 %). ^HNMR (CDCI3, 300 MHz) 5 7.76 
(d, 2H, J-8.3 Hz), 7.61 (d, 2H, 8.1 Hz), 7.49 (d, 2H, J=8.1 Hz), 7.40 (d, 2H, J=8. 2 Hz), 
6.12 (br s, IH), 3.86 (s, 4H), 3.43 (q, 2H, J=13.0 Hz, J=7.0 Hz), 1.63 (m, 2H), 1.6 to 1.2 (br 
s, 18H), 0.86 (t, 3H, J=7.0 Hz). M-(LC/MS(ESI)): 475.32; M^(LC/MS(ESI)): 477.4 
HPLC (Condition A), Rt: 4.97 min (HPLC purity: 95.1 %). 

St^ c) Formation of the oxamic ester of formula (II-l) following the Method A (See 
Scheme 1), e,g. ethyl {{4-[(dodecylamino)carbonyl] benzyl} [4-(trifluoromethyl)benzyl]- 
amino}-(oxo)acetate 

To a solution of N-dodecyl-4-[(4-trifluoromethyl-benzylamino)-methyl]-benzamide (2.60 
g, 5.46 mmol) and TEA (1.104 g, 10.91 mmol) in anhydrous THF (20 mL) at 0°C under 
inert atmosphere, was added dropwise the cMoro-oxo-acetic acid ethyl ester (1.1 17 g, 8.18 
mmol). The reaction mixture was stirred at 0°C for 1.25 h. The solvents were evaporated 
and 50 mL of DCM were added. 20 mL of H2O were added to the reaction mixture, the 
aqueous layer was separated and extracted with DCM (3x 50 mL). The combined organic 
layers were dried over MgS04, filtered and concentrated. This crude product was purified 
by column chromatography over silica gel (AcOEt/c-Hex 1/3 to 1/2 on about Ih) to give 
the title compound as a yellow soUd (2.770 g, 88 %). ^H NMR (CDC13, 300 MHz) 8 7.73 
(m, 2H), 7.60 (m, 2H), 7.37-7.23 (m, 4H), 6.09 (br s, IH), 4.5 (s, 2H), 4.37-4.32 (m, 4H), 
3.43 (m, 2H), 1.60 (m, 2H), 1.36-1.20 (m, 21H), 0.86 (m, 3H). Mr(LC/MS(ESI)): 575.5; 
M^(LC/MS(ESI)): 577.4. HPLC (Condition A), Rt: 6.84 min (HPLC purity: 99.2 %). 

Step d) Formation of the oxamic acid of formula (I), e.g. {{4-(dodecylamino)carbonyl]' 
benzyl} [4-(trifluoromethyl) benzyl] amino} (oxojacetic acid 
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The same procedure as employed in the preparation of ^cample 1, step e, but starting fix>m 
ethyl { {4-[(dodecylamino)carbonyl]benzyl> [4-(trifluoiomethyl)ben2yl]amino}(oxo)acetate 
gave the title compound as awhite powder (83 %). *H NMR (CD3OD, 300 MHz) 5 7.79 (m. 
2H), 7.65 (m, 2H), 7.51 (d, 1H,J=8.1 Hz), 7.41 (m, 2H), 7.30 (d, IH. J=8.1 Hz). 4.6 (m, 
4H), 3.33 (t, 2H, J=7.1 Hz), 1.62 (m, 2H), 1.37-1.31 (m, 18H), 0.88 (t, 3H, J=6.5 Hz). M" 
(LC/MS(ESI)): 547.3; M*(LC/MS(ESI)): 549.5. HPLC (Condition A), Rt: 6.34 min (HPLC 
purity: 99.2 %). Analysis calculated for C30H39F3N2O4: C, 65.68; H, 7.16 ; N, 5.11 %. 
Found: C, 65.65; H, 7.18 ; N, 5.08 % 

Rxam ple 11 ; f l4-rrdode"y1ft"^iiio'>carbonvnbenzvnr4-rtrifluo romethvl'>benzvnaniino> 
rnxo^acetic acid. N-methvl-D-elucamine ri.e. l-deoxv-l-(methvlaniino)glucitol) salt 
The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
glucamine and {{4-(dodecylamino)carbonyl]beaizyl} [4-(trifluoromethyl) benzyl]amino} 
(oxo)acetic acid gave the title compound as a white powder (81 %). Mr(LCMS(EST)): 
548.1; M*(LC/MS(ESI)): 550.2. HPLC (Condition A), Rt: 6.3 min (HPLC purity: 99 %). 
Analysis calculated for C3oH3!»F3N204.C7Hi7N05-l.l H2O: C, 58.19; H, 7.39 ; N, 5.50 %. 
Found: C, 58.09; H, 7.66; Ni 5.4# % 

Pvam ple 12! /l4-rfdodf^1a«ii«»^carbonvnbenzvUr3-ftriflu oromethvnbenzvn amino>- 
faxoWetic acid 

St^ a) Formation ofN<lodecyl-4-({[3-(trifluoromethyl)bem:yl]amino}meth^^^ 
The same procedure as employed in the preparation of Example 10, step b, but starting 
from 3-trifluoiomethyl-benzylamine gave the title conipound as a colorless oil (55%). 'H 
NMR (DMSO-d6, 300 MHz) 5 8.38 (t, IH, J=5.5 Hz), 7.78 (d, 2H, J=8.2 Hz), 7.71 (s, IH), 
7.65-7.51 (m, 3H), 7.41 (d, 2H, J=8.1 Hz), 3.75 (s. 2H), 3.72 (s, 2H), 3.38-3.28 (m, 2H), 
1.50 (m, 2H), 1.23 (br s, 18H), 0.84 (t, 3H, J=8.0 Hz). M*^(LCyMS(ESI)): 477.5. HPLC 
(Condition A), Rt: 4.90 min (HPLC purity: 95.3 %). 
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St^ b) Formation of ethyl {{4-[(dodecylamino)carbonyl]benzyl}[3-(trifluoromethyl)- 
benzyljemino}(axo)acetate 

The same procedoie as employed in ihe pr^>aiation of Example 10, step c, but starting 
ftom N-^odecyl-4-({[3-(trifluoiomethyl)benzyl]amino>methyl)benzamide gave the title 
compound as a colorless oil (97 %). M*(LC/MS(ESI)): 577.6. HPLC (Condition A), Rt: 
6.98 min (HPLC purity. 97.4 %). 

Step c) Formation of{{4-[(dodecylamino)carbonyl]benzyl}[3-(trifluoromethyl)ben^ 
amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 10, step d, biit starting 
from ethyl {{4-[(dodecylamino)carbonyl]benzyl}[3- 

(trifluoromethyl)benzyl]amino}(oxo)acetate gave the title compound as a colorless oil (82 
. %). *HNMR (DMSO-dfi, 300 MHz) 8 7.85-7.55 (m, 6H). 7.35 (d, IH, J=8.2 Hz), 7.23 (d, 
. IH, J=8.2 Hz), 4.55 (d, J=6.0 Hz, 2H), 4.50 (d, J=12.4 Hz. 2H), 3.22 (t, J=7.4 Hz, 2H), 

1.58-1.39 (m, 2H), 1.37-1.11 (m, 18H), 0.85 (t, J=6.7 Hz. 3H). M-(LC/MS(ESI)): 547.4; 

M*(LC/MS(ESI)): 549.4. HPLC (Condition A), Rt: 6.69 min (HPLC purity. 97.9 %). 

Fvatn ple 13; f f4-rfdode «^ y1flnihioWVhonvl1benzv nr3-ftrifiuoromethvl)benzvn amino}- 
(oxo^acetic acid. N-methvl-D-glucamine (i.e. 1-deo xv-l-fmethvlamino^glucitol) salt 
The same procedure as employed in the preparation of Example 2 but usmg N-methyl-D- 
glucamine and {{4-[(dodecylamino)carbonyl]benzyl}[3-(tri£luoromethyl)benzyl] 
amino} (oxo)ac^c acid gave the title compound as a white fluffy powder (82 %). M" 
(LOMSCESI)): 547.4; 1!^(LC/MS(ESI)): 549.4. HPLC (Condition A), Rt: 6.69 min (HPLC 
purity 99.1 %). Analysis calculated for C30H39F3N2O4.C7H17NO5: C 59.74; H 7.59; N 5.65 
%. Found: C 59.13; H 7.90; N 5.57 % 

F.xam ple 14: riri-ftert-butoxvcaifan nvlV4-piperidinvnmethvni4-rfdodecvlamino) 
caTbonvllbCTizvl>aiT>iTinVoxo )acetic acid 
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Sttp a) Formation oftert-butyl 4-[({4-[(dode(ylanuno)airbonyl]benzyl}amino)methyl]-- 
piperidine-l-carboxylate 

The same pcocedoie as employed in die preparation of Example 10, step b, but starting 
fix>m 4-(aminomethyl)-l-N-Boc-piperidine gave flie title conq>oimd as a colorless oil (3 1 
%). M"(ESI): 514.2. HPLC (Condition B), Rt 6.2 min (HPLC purity: 96.2 %). 

Step b) Formation oftert-butyl 4-({{4-[(dodecylamino)carbonyl]benzyt}[ethoxy(oxo)- 
acetyl]amino}methyl)piperidine'I-carbaxyUite 

The same procedure as employ^ in the pr^aration of Example 10, step c, but starting 
from tert-butyl 4-[({4-[(dodecylainino)carbonyl]benzyl}ainino)melhyl]pipCTidine-l- 
carboxylate gave the title compound as a colorless oil (81 %). NMR (CDa3, 300 MHz) 
5 7.75 (m, 2H), 7.30 (m, 2H), 6.25 (br s, IH). 4.49-4.30 (m, 2H), 4.40-4.20 (m, 2H), 4.05 
(br s, 2H), 3.42 (m, 2H), 3.20-3.05 (m. 2H), 2.60 (m, 2H), 1.9-1.7 (m, IH), 1.55 (m, 4H), 
1.40-1.0 (m, 31H), 0.86 (m, 3H). M-(APCI): 614.2; M^(APCr): 616.4. HPLC (Condition 
B), Rt: 8.8 min (HPLC purity: 97.8 %). 

S'ro? c) Formation of({[l-(i0T^-hMoxycarbonyl)-4-piperidinyl]methyl}{4-[(dodecylamino^ 
carbonyl]benzyl}amino)(oxo)acetic acid 

The same procedure as employed in the preparation of Example 10, step d, but starting 
from tert-butyl 4-({{4-[(dodecylamino)carbonyl]benzyl}[ethoxy(oxo)acetyl]amino}- 
mettiyl)piperidine-l-caiboxylate gave, the title compound as a colorless oil (97 %). 'H 
NMR (CDCU, 300 MHz) 5 7.72 (m, 2H), 7.26 (m, 2H), 6.21(m, IH), 4.84 (br s, IH), 4.69 
(br s, IH), 4.10 (m, 2H), 3.45 (m, 3H), 3.20 (m, IH), 2.63 (m, 2H), 1.85 (m, IH), 1.61 (m, 
4H), 1.45-1.05 (m, 30H), 0.88 (t, J=8.0 Hz, 3H). M-(APCI): 586J2. HPLC (Condition A), 
Rt: 8.15 min (HPLC purity: 91.6 %). 

Example J'^- oxo^r4-rtridecanovlaiiinin^ben7^1ir4-rtrifluor omethvnbepzvl1amino>acetic 
acid 
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Stqp a) Formation of the secondary amine of formula (HI) following the Method I (See 
Schemes). e.g. tert-butyl4-({[4-(trifluoromethyl)benzyl]amino}methyl)phenylcarbamate 
To a solution of 4-<ainmomethyl)-l-N-Boc-aiiilme (1 .778 g, 8.0 mmol) and 4-trifluoro- 
mettiyi-benzaldehyde (1. 156 g, 6;64 mmol) in DCB (50 mL) was added at once 
NaBH(OAc)3 (2.374 g, 11. 20 mmol) and flie resulting mixture was stirred ovemig^t at rt 
15 mL of a saturated aqueous solution of NaHCOa were added to the reaction mixture, the 
aqueous layer was separated and washed with DCM (3x 200 mL). The combined organic 
layers were dried over MgS04» ffltered and concentrated. The crude product was purified 
by column chromatography over silica gel (AcOEt/c-Hex 1/1 then 7/3) to give the titie 
compound as a colorless oil (2.688 g. 88 %). *HNMR (DMSO-de, 300 MHz) 8 9.3 (s, IH), 
7.66 (d, 2H, J=8.0 Hz), 7.56 (d, 2H, J=8.0 Hz), 7.37 (d, 2H, J=8.5 Hz), 7.20 (d, 2H, J=8.5 
Hz), 3.73 (s, 2H), 3.59 (s, 2H), 1.47 (s, 9H). M-(LC/MS(ESI)): 379.2; M^(LC/MS(ESI)): 
381.4. HPLC (Condition A), Rt: 3.38 min (HPLC purity: 99.1 %). 

Step b) Formation of the oxamic ester of formula (II-2) following the Method C (See 
Scheme 2), e.g. ethyl {{4-[(iert-butoxycarbonyl)amino]benzyl}[4-(trifluoromett^l- 
)bemyl]amino}-(oxo)acetate 

To a solution tert-butyl 4-({[4-(trifluoromethyl)benzyl]amino}methyl)phenylcarbaniate 
(2.69 g, 7.07 mmol) and DIEA (1.83 g, 14.13 mmol) in anhydrous DCM (30 mL) at O^C 
under inert atmosphere, was added dropwise the chloro-oxo-acetic acid ethyl ester (1.06 g, 
7.77 mmol). The reactimi mixture was stirred 3h at 0°C, tiien 1 h at rt. A 1 N aqueous 
solution of HQ (5 mL) was added and tiie mixture was extracted with DCM (3x 30 mL). 
The combined organic layers were washed with water (3x 20 mL), dried over MgS04, 
filtered and concentrated to afford a yellowish oil. This arude product was purified by 
column chromatography over silica gel (AcOEt/c-Hex 1/4) to give tiie titie compound as a 
colorless oil (2.980 g, 88 %). M"(LC/MS(ESr)): 479.3. HPLC (Condition A), Rt: 5.65 min 
(HPLC purity: 99.9 %). 
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Step c) Deprotection of the oxamic ester of formula (U-Z) (See Scheme 2), formation of e.g. 
ethyl {(4'aminobenzyl)[4-(tnfluoromethyl)ben^lJa^^ 

To a solution of ethyl {{4-[(tert-butoxycaibonyl)amino]benzyl}[4-(trifluoiome^ 
benzyl]aniino}(oxo)acetate (2.980 g, 6.2 xnmol) in DCM (40 mL) was added TFA (10 mL) 
and the resulting reaction mixture was stirred for 4 h at rt. The solvents were evaporated 
under vacuum to afford an orange oil. This crude product was dissolved in EtaO, washed 
with a saturated aqueous solution of NaHCOa, water (2x 20 mL) and brine (Ix 20 mL). The 
combined organic layers were dried over MgS04» filtered and concentrated to ajBTord a 
orange oil (2.245 g, 95 %). NMR (CDCI3, 300 MHz) 5 7.59 (m, 2H), 733 .(m, 2H), 7.01 
(m, 2H), 6.65 (m, 2H), 4.49 (s, IH), 4.40-4.28 (m, 4H), 4.20 (s, IH), 138-1.26 (m, 3H) 
M"(LC/MS(ESI)): 379.1. HPLC (Condition A), Rt: 3.3 min (HPLC purity: 92.4 %). 

Step d) Formation of the oxamic ester of formula (1-2) following the Method C (See Scheme 
2), e,g. ethyl oxo{[4-(tridecanoylamino)benzyl] [4-(triJluoromethyl)benzyl]amino}acetate 
To a cold (O^'C) solution of ethyl {(4-aminobenzyl)[4-(trifluoromethyl)benzyl] amino} - 
(oxo)acetate (800 mg, 2.10 ixmiol) and DIEA (326 mg, 2.52 mmol) in DCM (10.0 mL) was 
added tridecanoyl chloride (539 mg, 2.3 1 mmol) under inert atmosphere. The resulting 
reaction mixture was stirred 1 h at 0°C then 3.5 h at rt. A 1 N aqueous solution of HCl (2 
mL) was added and the mixture was extracted with DCM (3x 30 mL). The combined 
organic layers were washed with water (3x 20 mL), dried over MgS04, filtered and 
concentrated to afford a colorless oil. This crude product was purified by column 
chromatography over silica gel (AcOEt/c-Hex 1/4) to give the title compound as a colorless 
oil (1.067 g, 88 %). NMR (CDQa, 300 MHz) 8 7.59 (m, 2H), 7.50 (m, 2H), 7.38 (d, 2H, 
J=8.1 Hz), 7.29 (d, 2H, J=8.0 Hz), 7.18 (m, 2H), 4.47 (m, 2H), 4.37-4.28 (m, 4H), 2.34 (t, 
2H, J=7.5 Hz), 1.71 (m, 2H), 1.38-1.26 (m, 21H), 0.87 (t, J=8.1 Hz, 3H) 
M'(LC/MS(ESI)): 575.2; M*^(LC/MS(BSI)): 577.0. HPLC (Condition A), Rt 7.1 min 
(HPLC purity: 98.2 %). 
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Step e) Formation of the oxamic ester of formula (1-2), e.g. oxo{[4-(tridecanoylamino)- 
ben2ylJ[4-(trifluoromethyl)benzylJamino}acetic add 

The same pioceduie as employed in the prepaiation of Example 1, step e, but starting fix)m 
ethyl oxo{[4-(tridecanoylamino)benzyl][4-(trifluoromethyl)beiizyl]amino}acetate gave the 
title compovmd as awhite powder (99 %). 'H NMR (CD3OD, 300 MHz) 6 7.65-7.12 (m, 
8H). 4.54 (s, 2H), 4.45 (s, 2H), 2.34 (t. J=6.9 Hz, 2H), 1.69-1.63 (m, 2H). 1.40-1.22 (m, 
18H). 0.87 (t, J=8.6 Hz, 3H). M-(LC/MS(ESI)): 547.5; M*-(LaMS(ESI)): 549.3. HPLC 
(Condition A), Rt: 6.56 min (HPLC purity: 99.6 %). Analysis calculated for 
C30H39F3N2O4.C7H17NO5: C, 59.74; H, 7.59; N, 5.65 %. Found: C, 59.54; H, 7.68; N, 5.53 
% 

F.yam ple 16: oxoir4-ftridecanovlamino'>beiizvlir4-ftrifluoromethv l'>benzvnaminoUcetic 
acid.N-methvl-D-ducamine (i.e. l-deoxv-l- fmethvlamino'>pluciton salt 
The same procedure as employed in the preparation of Example 2 but using N-melhyl-D- 
glucamine and oxo{[4-(tridecanoylamino)benzyl][4-(trifluoromethyl) benzyl]amino}acetic 
acid gave the title compound as a white powder (83 %). M'CLC/MS(ESI)): 547.5; 
M^(LC/MS(BSI)): 549.3. HPLC (Condition A), Rt: 6.56 min (HPLC purity: 99.6 %). 
Analysis calculated for C30H39F3N2O4.C7H17NO5: C, 59.74; H, 7.59; N, 5.65 %. Found: C, 
59.54; H, 7.68; N, 5.53% 

Pvwmple 17- |>>fm9vir4-ir4-(bexvioxv^benzo yl1aTni«f>}henzvnamino1foxo'>aceticacid 
Step a) Formation oftert-butyl 4-[(bensylamino)methyl]phenylcarbamate 
The same procedure as employed in the preparation of Example 15, step a but using 4- 
(aminomethyl)-l-N-Boc-amline andbenzaldehyde gave the title conq>ound as a white solid 
(61 %). M^(ES1): 3 13.2. HPLC (Condition A), Rt: 2.89 min (HPLC purity: 99.4 %). 
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Step b) Formation of ethyl (benzyi{4'f(tert-butojfycarbonyl)aminoJbenzyl}^^ 
acetate 

The same procedure as employed in the preparation of Example 15, step b but using tert- 
butyl 4-[(benzylamino)mefhyl]phenylcarbaniate gave the title compound as a brown foam 
(89 %). M-(APCI): 411.0; M^(APCI): 413.2. HPLC (Condition A), Rt: 5.32 min (HPLC 
purity: 98.1 %). 

Step c) Formation of ethyl [(4'aminobeivzyl)(benzyl)amino](oxo)acetate 

The same procedure as employed in the preparation of Example 15, step c but using ethyl 

(benzyl {4-[(tert-butoxycarbonyl)amino]benzyl}aiiiino)(oxo)acetate gave the title 

compound as a brown oil (99.9 %). HPLC (Condition A), Rt: 2.69 min (HPLC purity: 91.5 

%). 

Step d) Formation of ethyl [benzyl(4-{[4'(hexyloxy)benzoyl]amino}benzyl)amino]- 
(oxo)acetate 

The same procedure as employed in the preparation of Example 15, step d but using 4- 
hexyloxy-benzoyl chloride and ethyl [(4-aminoben2yl)(benzyl)amino](oxo)acetate gave the 
title compound as a colorless oil (58 %). M"(ESI): 515.2. HPLC (Condition A), Rt: 6.0 min 
(HPLC purity: 94.9 %). 

Step e) Formation offbenzyl(4'{[4-(hexyloxy)benzqylJamino}benzyl)aminoJ(o^ 
acid 

The same procedure as employed in the preparation of Example 15, step e using ethyl 
[benzyl(4-{[4-(hexyloxy)bOTZoyl]amino}benzyl)amino](oxo)acetate gave the title 
compound as a white gum (99.9 %). ^H NMR (CD3OD, 300 MHz) S 7.93 (d, 2H, J=8.3 
Hz), 7.67 (m, 2H), 7.38-7.25 (m, 7H), 7.02 (d, 2H, J=9.0 Hz), 4.43 (m, 4H), 4.06 (t, 2H, 
J=6.4 Hz), L81 (m, 2H), 1.50 (m, 2H), 1.38 (m, 4H), 0.88 (t, J=7.9 Hz, 3H). M" 
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(LC/MS(ESI)): 487.4; M*(LC/MS(ESI)): 489.4. HPLC (Condition A), Rl: 5.42 min (HPLC 
purity: 96.4%). 

Pieanmle 18: ov«fr4-ftrifluormneihvl^benz v 1ir4-f lO-midecenovlaminoUenzyllamino}- 
acetic acid 

Step a) Formation of ethyl oxo{[4-(trifluoromethyl)benzyl][4-(undec-10-enoylamino)- 
benzyl]amino}acetate 

The same procedure as employed in the preparation of Exanq)le 15, step d using ethyl {(4- 
aminobenzyl)[4-(trifluoromethyl)benzyl]amino}(oxo)acetate and undec-10-enoyl chloride 
gave the title compound as a colorless oil (71 %). HPLC (Condition A), Rt: 6.7 min (HPLC 
purity: 99 %). 

Step b) Formation ofoxo{[4-(trifluoromethyl)benzylj{4-(10-undecenoylamino)benzylj 
aminojacetic acid 

The same procedure as employed in the preparation of Example 15. step e using ethyl 
oxo{[4-(1rifluoromethyl)benzyl][4-(undec-10-enoylamino)benzyl]amino}acetate gave the 

title compound as a colorless oil (89 %). 'H NMR (CDCI3, 300 MHz) 5 10.2 (s, IH), 8.03 
(d, IH, J=8.0 Hz), 7.61-7.51 (m, 3H), 7.50-7.44 (t, IH, 1=9.0 Hz), 7.38 (d, IH. J=7.9 Hz), 
7.29 (d, IH, J=7.1 Hz), 7.17 (d, IH, J=7.7 Hz), 7.11 (d, IH, J=7.7 Hz), 5.84-5.75 (m, IH), 
5.02-4.91 (m, 2H), 4.58-4.44 (m, 4H), 2.38 (m, 2H), 2.06 (m, 2H), 1.7 (br s. 2H), 1.29 (br s, 
lOH). M-(LC/MS(ESI)): 516.9; M*^(LC/MS(ESI)): 519.2. HPLC (Condition A), Rt 5.7 min 
(HPLC purity: 99.4 %). 



Pvum ple 19: oxon4-r(9EV9-tetradecenft vlamino1benzvnr4-ftrifluoiomethvl)benzyl1 
amino> acetic acid 
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Step a) Formation of ethyl oxo{{4-[(9E)-tetradec.9-enqylammoJbenzyl}[4.^^^ 
methyi)benzyl]amino}acetate 

The same procedure as employed in the preparation of Example 15. step d using e&yl {(4- 
aminobenzyl)[4-(trifluoromethyl)benzyl]amino}(oxo)acetate and tetradec.9-enoyl chloride 
gave the title compound as a colorless oil (81 %). M-(LC/MSCESD): 588.0. HPLC 
(Condition A), Rt: 7.3 min (HPLC purity. 96.9 %). 

Step b) Formation ofoxo{{4-[(9E)-9-tetradecenoylammo]benzyl}[4-(tnflua^^ 
benzyl] aminojacetic acid 

The same procedure as employed in the preparation of Example 15, step e using ethyl 
oxo{{4-[(9E)-tetradec-9-enoylamino]benzyl}[4-(trifluoromethyl)benzyl]ami^^ 

gave the title compound as a colorless oil (94 %). NMR (CD3OD. 300 MHz) 5 7.58- 
7 00 (m, 8H). 5.30-5.19 (m. 2H). 4.45 (s, 2H), 4.37 (s, 2H). 2.26 (t, 2H, J=7.3 Hz), 1.98- 
1 88 (m. 4H). 1.66-1.53 (m, 2H), 1.32-1.16 (m, 12H). 0.80 (t, 3H). M-(LC/MS(ESD): 
559.7; M^(LC/MS(ESI)): 561.2. HPLC (Condition A), Rt: 6.72 min (HPLC purity: 98.9 
%). 

T7^.m p1P. in: ox . || A. frOFV9-tetr ^ H..^nv1«mino1ben7vnr4-(trifluoromethyl)benzv^^ 
,^4r.ol..eticaci ^ >J-^^hv1-D-glu oamiTie(i.e. l-d eoxY-1-(methv1amino)slucitol) sah 
The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
glucamine and oxo{{4-[(9E)-9-tetradecenoylamino]benzyl}[4-(trifluoromethyl)benzyl] 
amino}acetic acid gave the title compound as a white fluffy powder (93.8 %). M* 
(LC/MS(ESI)): 559.7; l^(LaMS(ESI)): 561.2. HPLC (Condition A), Rt: 6.72 min (HPLC 
purity: 98.9 %) J>malysis calculated for C3iH39F3N204.C7Hi7N05: C, 60.38; H, 7.47; N. 
5.56 %. Found: C. 60.19; H, 7.70; N, 5.36 % 



wo 03/064376 



PCT/EP03/00808 



-66- 



Pvam ple 21: {Vien;:vir4-ftpHecanovlamiT io^benzvl1amino>foxo>acetic acid 

Step a) Formation of ethyl {benzyl[4-(tridecanoylamino)benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 5, step d using ethyl [(4- 

aminobenzyl)(benzyl)amino](oxo)acetat« and tridecanoic acid gave the title compound as a 

colorless oil (39 %). NTCESI): 507.2. HPLC (Condition A), Rt: 7 min (HPLC purity. 91.3 

%). 

Step b) Formation ofoxo{{4-[(9E)-9-tetradecenaylamino]benzyl}[4-(trifluoromethyl)^ 
benzyl] aminojacetic acid 

The same procedure as employed in the preparation of Example 15, step e using ethyl 
{benzyl[4-(tridecanoylamino)benzyl]amino}(oxo)acetate gave the title compound as a 
white gum (99 %). NMR (CD3OD, 300 MHz) 8 7.54 (m, 2H), 7.38-7.15 (m, 7H), 4.43 
(m, 4H), 2.38 (t, 2H, J=7.3 Hz), 1.69 (m, 2H), 1.27 (m, 18H), 0.90 (t, J=8.0 Hz, 3H). M" 
(EST): 479.2. HPLC (Condition A), Rt: 6.19 min (HPLC purity: 94.9 %). 

Rxam ple 22: {^4-r(2-hvdroy v«1ndecvnaminmhenzvnr4-ftrifluoromethvl)benzyl1 
atnino^foxotacetic acid 

Step a) Formation of ethyl {{4-[(2-hydroxydodecyl)amino] benzyl} [4-(trifluoromethyl)- 
benzyl]amino}(oxo)acetate 

To a solution of efliyl {(4-aniinobenzyl)[4-(trifluoromethyl)benzyl]amino}(oxo)acetate (38 
mg. 0.10 mmol) and 1,2-dodecylene oxide (22 mg, 0.12 mmol) in 1.0 mL CH3CN were 
added at once magnesium perchlorate (27 mg, 0.12 mmol) under inert atmosphere. The 
reaction mixture was stirred 24 at rt 2 mL of H2O were added and the resulting mixture 
was extracted with EtOAc (2x 5mL), dried over MgS04, filtered and the solvents were 
evaporated under vacuum to give a slightly yellow oil (61 mg). 

Purification on Si02 (AcOEt/c-Hex) gave the title compound as a colorless oil (15.3 mg, 27 
%). *H NMR (CDCI3, 300 MHz) 5 7.61-7.46 (m, 2H), 7.36-7.21 (m, 2H), 7.05-6.88 (m, 
2H), 6.61-6.47 (m, 2H), 4.43 (s, IH), 4.38-4.17 (m, 4H), 4.14 (s, IH), 3.17 (br s, IH), 3.25- 
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3.13 (m, IH), 3.01-2.81 (m, IH), 1.55-1.05 (m, 23H). 0.81 (t, J=7.9 Hz, 3H). 
M*-(LC/MS(ESI)): 565.4. HPLC (Condition A), Rt: 5.96 min (HPLC purity: 94.8 %). 

Step b) Fonnation of {{4-[(2-hydroxydodecyl)aniino]benzyl}[4-(trifluoromethyl)benzyl] 
amino} (oxo)acetic acid 

The same procedure as enq)loyed in ttie preparation of Example 1, step e using ethyl { {4- 
[(2-hydroxydodecyl)amino]benzyl}[4-(trifluoromethyl)benzyl]amino}(oxo)acetate gave the 

title compound as a yellow solid (90 %). *HNMR (CD3OD, 300 MHz) 8 7.57 (m, 2H), 
7.46 (m. IH), 7.33 (m, IH), 7.18 (d, IH. J=7.5 Hz), 7.10 (d, IH. J=7.2 Hz), 6.83 (m, 2H), 
4.69 (b rs. IH). 4.48 (br s. 2H), 4.38 (s, IH), 3.72 (br s, IH), 3.25-3.15 (m, IH), 3.13-2.98 
(m, IH), 1.47 (br s, 2H), 1.26 (br s, 16H). 0.86 (br s, 3H). M-(LCMS(ESI)): 535.0; 
M^(LC/MS(ESI)): 537.1. HPLC (Condition A). Rt: 5.11 min (HPLC purity. 88.5 %). 

Rxamole 23 : 0x0 ( r4-(trif1uoromethvnbenzvl1 r4-( 3 -undecvl- 1 .2.4-oxadiazol-5- 

yl^benzvllamino) acetic acid 

Step a) Formation ofN-hydroxydodecanimidamide 

To a solution of undecyl cyanide (1.810 g, 9.98 mmol) in EtOH (20 mL) was added a 50 % 
aqueous solution of hydroxylamine (1 mL) and the resulting reaction mixture was stirred at 
70**C for 48h. The solvents were evaporated and the resulting white solid was dissolved in 
EtOAc (100 mL) and washed with H2O (2x 20mL), dried over MgS04, filtered and the 
solvents evaporated under vacuum to give the titie compound as a white solid (2.001g, 94 
%). 'H NMR (CDQa, 300 MHz) 6 6.21-4.99 (br s, IH), 4.49 (br s, 2 H), 2.07 (t, J=7.6 Hz, 
2H), 1.55-1.40 (m, 2H), 1.34-1.09 (m, 16H), 0.81 (t, J=7.0 Hz, 3H) 

Step b) FormaUon of benzyl 4-({(tert-butoxycarbonyl)[4-(Mfluor^methyl)^ 
amino}methyl)benzoate 

To a solution of benzyl 4-({[4-(tiifluoromethyl)benzyl] amino}metiiyl)benzoate (3.60 g, 
9.01 mmol) and trietiiylamine (1.094 g, 10.82 mmol) in DCM (50 mL) was added tiie di- 
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tert-butyl dicarbonate (2.164 g, 9.91 mmol) and flie resulting reaction mixture was stirred at 
rt for 5 h. H2O was added (10 mL) and the mixture extracted with DCM (3x 50 mL). The 
combined organic layers were washed with with a 1 N aqueous solution of HCl (10 mL), a 
saturated aqueous solution of NaHC03, water (2x 20 mL) and brine (Ix 20 mL). The 
combined organic layers were dried over MgS04, filtered and concentrated to afford a 
colorless oil. This crade product was purified by column chromatography over silica gel 
(AcOEt/c-Hex 5/95) to give the title compound as a colorless oil (4.303 g, 96 %). NMR 
(CDCI3, 300 MHz) 6 8.12 (d, J=8.1 Hz, 2H), 7.67 (d, J=8.1 Hz, 2H), 7.60-7.22 (m, 9H), 
5.46 (s, 2H), 4.57 (s, 2H), 4.58 (s, 2H), 1.56 (s, 9H). HPLC (Condition A), Rt: 6.55 min 
(HPLC purity: 99.7 %). 

Step c) Formation of4-({(tert-butoxycarbonyl)[4-(trifluoromethyl)ben 
benzoic acid 

H2 (1 atm) was bubbled slowly trough a suspension of 10 % Pd/C (917 mg) in EtOH (25 
mL) for 15 min at rt. To this suspension was then added a solution of benzyl 4-({(tert- 
butoxycarbonyl)[4-(tri£luoromethyl)benzyl]amino}methyl)benzoate (4.303 g, 8.61 mmol) 
diluted in EtOH (5 mL). The resulting reaction mixture was stirred under 1 atm H2 for 4.5 h 
at rt. The reaction mixture was filtered over a pad of celite to remove the catalyst. EtOH 
was evaporated to aflford the title compoimd as a colorless oil used in the next steps without 
fiirther purification (3,520 g, 99 %). ^H NMR (CDCI3, 300 MHz) S 8. 1 1 (d, J=8. 1 Hz, 2H), 
7.62 (d, J=8.1 Hz, 2H), 7.45-7.21 (m, 4H), 5.54 (s, 2H), 4.45 (s, 2H), 1.50 (s, 9H). HPLC 
(Condition A), Rt: 5.42 min (HPLC purity: 96.1 %). 

St^ d) Formation oftert-butyl 4'{f(dodecanimidoylamino)oxyJcarbonyl}benzylf4' 
(trifluoromethyl)benzyl] carbamate 

To a solution of 4-({(tert-butoxycarbonyl)[4-(trifluoromethyl)benzyl]amino}methyl)- 
benzoic acid (102 mg, 0.25 mmol), N-hydroxydodecanimidamide (70 mg, 0.33 mmol) and 
DMAP (3 mg, 0.03 mmol) in anhydrous DCM (15 mL) was added EDC (62 mg, 0.33 
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mmol) and the resulting reaction mixture was stirred at RT for 14 h. Evaporation of the 
solvents gave an oU. This crude product was purified by column chromatography over 
siUca gel (AcOEl/c-Hex 80/20) to give the title compound as a colorless oil (36 mg, 24 %)- 
^HNMR (CDCI3, 300 MHz) 5 8.01 (d. J=8.1 Hz, 2H), 7.60 (d, J=8.1 Hz, 2H), 7.40-7.20 
(m, 4H), 4.88 (br s, 2H), 4.51 (s. 2H), 4.42(s, 2H), 2.36 (t. J=8.2 Hz, 2H), 1.75-1.59(m, 
2H), 1.49(s.9H), 1.45-1.16(m, 16H), 0.89 (t, J=7.0 Hz, 3H). HPLC (Condition A), Rt: 
5.42 min (HPLC purity: 96.1 %). 

Step e) Formation oftert-butyl4-(trifluoromethyl)benzyl[4-(3-undecyl-1.2,4-oxadiazol^^^ 
yl)benzyl] carbamate 

A solution of tert-butyl 4-{[(dodecanimidoylamino)oxy]carbonyl}benzyl[4-(trifluoro- 
methyl)benzyl]caibamate in pyridine was stirred under inert atmosphere at 120°C for 4 h. 
The resulting brown solution was evaporated (under high vacuum) and the resulting oil was 
purified by column chromatography over silica gel (AcOEt/c-Hex 20/80) to give the title 
compound as a colorless oil (50 mg, 71 %). ^H NMR (CDCI3, 300 MHz) 8 8.00 (d, J=8.1 
Hz, 2H), 7.51 (d, J=8.1 Hz, 2H). 7.35-7.14 (m, 4H), 4.43 (s, 2H), 4.35 (s, 2H). 2.71 (t, 
J=7.5 Hz, 2H), 1.80-1.'65 (m, 2H), 1.41 (s, 9H), 1.36-1.12 (m, 16H), 0.89 (t, J=7.0 Hz, 3H) 

StepJ)FormaHonofN-[4-(trifluoromethyl)benzyl]-N-[4-(3-undecyl-iaA-ox^ 
yl)benzyl] amine hydrochloride 

To a cold (O'-C) solution of tert-butyl 4-(trifluoromethyl)benzyl[4-(3-undecyl-l,2,4- 
oxadiazol-5-yl)benzyl]caTbamate (43 mg, 0.07 mmol) in DCM (3 mL) was added a solution 
of HCl (4N in dioxane, 3 mL) and the resulting reaction mixture was stirred 3h at O^C, then 
14h at rt. Evaporation of the solvent gave the title compound as a white powder used in the 
next steps without fiirther purification (29 mg, 99 %). M-(APCI): 486.0; M*^(APCI): 488.2 
HPLC (Condition A), Rt: 5.4 mm (HPLC purity: 82 %). 
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Step g) Formation of ethyl oxo{[4-(triJluoromethyl)bewyl][H3-imdecyl-l,2.4-oxadiazol-5- 
yl)benzyl]amino}acetate 

To a cold (0°C) solution of N-f4-(trifluoromethyI)benzylJ-N-f4-(3-wtdecyl-l. 2 J-oxadiazol- 
5-yl)benzylJamine hydrochloride (45 mg, 0.09 mmol) and DIEA (24 mg, 0.19 mmol) in 
anhydrous DCM (1 mL) was added dropwise the chloro-oxo-acetic acid efliyl ester (24 mg, 
0.19 mmol). The reaction mixture was stirred at O'C for 3 h. Evaporation of the solvents 
under vacuum gave an orange oil. This crude product was purified by column chromato- 
graphy over silica gel (AcOEt/c-Hex 1/9) to give the title compound as a colorless oil (38 
mg, 75 %). NMR (CDCI3, 300 MHz) 8 8.10 (d, J=8.3 Hz, IH), 8.02 (d, J=8.3 Hz, IH), 
7.56 (d, J=8.2 Hz, IH), 7.53 (d. J=8.2 Hz, IH), 7.39-7.21 (m, 4H), 4.50 (s, 2H), 4.37 (s, 
2H), 4.29 (dq, Jl=7.1 Hz, J2=2.3 Hz, 2H), 2.72 (t, J=7.4 Hz, 2H), 1.85-1.65 (m, 2H), 1.41- 
1.05 (m, 19H), 0.89 (t, J=7.0 Hz, 3H). HPLC (Condition A), Rt: 7.5 min (HPLC purity: 
88.8 %). 

Step h) Formation ofoxo{[4-(trifluoromethyl)benzyl][4-(3-undecyl-1.2.4-oxadiazol-5- 
yl)benzyl]amino}acetic acid 

The same procedure as employed in the preparation of Example 1, step e using ethyl 
oxo{[4-(trifluorome1hyl)beaizyl][4-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl]amino}acetate 

gave the title conq)ound as a white powder (89 %). ^HNMR (CDCI3, 300 MHz) 8 8.10- 
7.99 (m, 2H), 7.61-7.50 (m, 2H), 7.32 (d, J=8.6 Hz, 2H), 7.27 (d, J=7.9 Hz, 2H), 4.98 (s, 
2H), 4.58 (s, 2H), 2.74 (t, J=8.0 Hz, 2H), 1.81-1.66 (m, 2H), 1.42-1.04 (m, 16H), 0.81 (t, 
J=6.7 Hz, 3H). M"(APCI): 558.4. HPLC (Condition A), Rt: 7.4 min (HPLC purity: 98.6 %). 

Exam ple 24; f S-rfdodecvlamino'>sulfonvn-2-t hienvnmethvnr4-rtrifluoromethvlV 
benzvllaminoXoxo't acetic acid 

Step a) Formation of2-(thien-2-ylmethyl)-lH-isoindole-1.3(2H)-dione 

A solution of thiophene-2-methylamine (4.203 g, 37.13 mmol) and of phtalic anhydride 

(5.00 g, 33.76 mmol) in toluene (100 mL) was stirred and heated at reflux for 3 h to remove 
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fhe fonned water by azeotropic distillation (Dean-Stark). The solvent was then evaporated 
under vacuum. The residue was dissolved in DCM (100 mL), washed with water (3x 30 
mL), dried over MgS04, filtered and concentrated to afford the title compound as a white 
solid (7.78 g, 95 %). *HNMR (CDCI3, 300 MHz) 5 7.84 (d, IH. J=5.4 Hz), 7.83 (d, IH, 
J=5.4 Hz), 7.69 (d, IH, J=5.4 Hz), 7.68 (d, IH, J=5.4 Hz), 7.20 (d, 0.5H, J=5.2 Hz), 7.19 (d, 
0.5H, J=5.2 Hz), 7.14 (m, IH), 6.92 (d, 0.5H, J=5.1 Hz), 6.91 (d, 0.5H, J=5.1 Hz), 5.01 (s, 
2H). HPLC (Condition A), Rt: 4. 1 1 min (HPLC purity: 99.2 %). 

St^ b) Formation of5-[(l,3-dioxO'l,3'dihydrO'2H'isoindoU2'yl)methyl]M 
sulfonyl chloride 

To a cold (-78'^C) solution of 2-(thien-2-ylmethyl)-lH-isomdole-l,3(2H)-dione (6.78 g, 
27.87 mmol) in DCM (56 mL) was added dropwise (in about 10 min) chlorosulfonic acid 
(16.237 g, 139.3 mmol, 9.33 mL, d: 1.74) diluted in DCM (93 mL). The reaction mixture 
was stirred 2 h at -78°C, then 1 h at ^0°C and ovemight at rt. The resulting brown 
solution was poured on ice. The mixture was extracted with DCM (3x 200 mL), and the 
combined organic layers were washed with water (3x 200 mL), dried over MgS04, filtered 
and concentrated to afford a yellowish oil. This crude product was purified by column 
chromatography over silica gel (AcOEt/c-Hex 1/4 to 1/3 to 1/2 in about 1 h) to give the title 
compound as a white soUd (6.42 g, 67 %). NMR (CDCI3, 300 MHz) 5 7.89 (d, IH. 
J=5.5 Hz), 7.87 (d, IH. J=5.5 Hz), 7.76 (d, IH, J=5.5 Hz), 7.75 (d, IH, J-5.5 Hz), 7.71 (d, 
IH, J=4.0 Hz), 7.18 (d, IH, J=4.0 Hz), 5.05 (s, 2H). HPLC (Condition A), Rt: 4.6 min 
(HPLC purity: 94.8%). 

Step c) Formation of5'[(l,3-dioxO'l,3'dihydro-2H-isoindoU2-yl)methyl]'N-dode<ylthiO' 
phene'2''Sulfonamide 

To a solution of 5-[(l,3-dioxo-l,3-dihydio-2H-isoindol-2-yl)methyl]thiophene-2-sulfonyl 
chloride (2.00 g, 5.85 mmol), DIEA (1.134 g, 8.78 mmol) in DCM (20 mL) was added 
dodecyl amine (1.41 g, 7.61 mmol) at rt and the reaction mixture was stirred for 2 h at rt. A 
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1 M aqueous solution of HQ (10 mL) was added and the aqueous layers were extiacted 
with DCM (2x 30 mL). The combined organic layers were dried over MgS04, filtered and 
concentrated to afford a yellowish oil. This crude product was purified by column 
chromatography over sUica gel (AcOEt/c-Hex 1/4 to 4/1 in about 0.5 h) to give the title 
compound as a white solid (2.10 g. 73 %). *H NMR (CD3OD, 300 MHz) 5 7.91 (m, 2H), 
7.85 (m, 2H). 7.43 (d, IH. J=3.7 Hz), 7.17 (d, IH, J=3.7 Hz), 5.05 (s. 2H), 2.90 (t, 2H, 
J-6.9 Hz), 1.50-1,38 (m, 2H), 1.35-1.16 (m, 18H), 0.86 (t, J=7.9 Hz. 3H) 
M-(LC/MS): 489.3; M^(LCyMS): 491.2. HPLC (Condition A), Rt: 6.64 min (HPLC purity: 
95.9 %). 

Step d) Deprotection of5-[(1.3-dioxo-1.3-dihydro-2H-isoindol-2-yl)methyl]-N-dodecyl- 
thiophene-2-sulfonamide;formattonof5-(aminomethyl)-N-^odecylthiophene-2^ 

sulfonamide ' 

To a solution of 5-[(l,3-dioxo-l,3-dihydro-2H-isoindol-2-yl)methyl]-N-dodecylthiophene- 
2-sulfonamide (2.069 g, 4.22 mmol) in EtOH (20 mL) was added hydrazine hydrate (0.614 
mL, 633 mg, d: 1.030, 12.65 mmol). The resulting reaction mixture was stirred at reflux for 
3h and then cooled down to rt The white precipitate was removed by filtration and the 
solvaits were evaporated under vacuum. The residue was dissolved in DCM (20mL) and 
the precipitate removed by filtation. The collected solvents were concentrated to afford of a 
coloriess oil which tijms solid on standmg (1.5 g, 99 %). 'H NMR (DMSO-dg, 300 MHz) 8 
7.37 (m, IH), 6.94 (m, IH), 3.91 (s, 2H), 2.78 (m, 2H), 1.95-1.65 (m, 20H), 0.86 (t, J=7.6 
Hz, 3H). M-(LC/MS (ESI)): 359.2; M*(LCyMS (ESI)): 361.2, HPLC (Condition A), Rt 4.5 
min (HPLC purity: 95 %). 

Step e) Formation ofN-dodecyl-S-({[4-(trifluoromethyl)benzyl]amino}methyl)thiophene-2- 
sulfonamide 

To a solution of 5-(aminometiiyl)-N-dodecylthiophene-2-sulfonamide (797 mg, 2.21 mmol) 
and 4-trifluoromethyl-benzaldehyde (350 mg. 2.01 mmol) in DCE (50 mL) was added at 
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once NaBH(OAc)3 (596 mg, 2.81 mmol) and the resulting mixture was stirred overnight at 
rt- 30 mL of a saturated aqueous solution of NaHCOa were added to the reaction mixture, 
the aqueous layer was separated and washed with DCM (3x 200 mL). The combined 
organic layers were dried over MgS04, filtered and concentrated to afford a yellowish oil. 
This crude pxx>duct was purified by column chromatography over silica gel (AcOEt/c-Hex 
1/4 to 1/2 in about Ih) to give the title compound as a colorless oil (675 mg, 64 %). 
NMR (CDCI3, 300 MHz) 8 7.60 (m, 2H), 7.46 (m, 2H), 7.37 (d, 0.7H, J=8.0 Hz), 6.88 (d, 
IH, J=3.8 Hz), 4.00 (s, 2H), 3.90 (s, 2H), 3.02 (m, 2H), 1.85-1.55 (m, 2H), 1.5 (m, 2H), 
L22 (s, 18H), 0.87 (t, 3H, 6.6 Hz). ]Vr(LC/MS (EST)): 517.2; M^(LC/MS (ESI)): 519.2 
HPLC (Condition A), Rt: 5.27 min (HPLC purity: 97.2 %). 

Step^ Formation of ethyl {({5'[(dodecylamino)sulfonyl]thien-2-yl}methyl)[4^^^ 
methyl)benzyl] amino} (oxo)acetate 

The same procedure as employed in the preparation of Example 1, step b but using N- 
dodecyl-5-({[4-(trifluoromethyl)benzyl]amino}methyl)thiophene-2-sulfonamide gave the 
title compound as a colorless oil (360 g, 45 %). 

NMR (CDCI3, 300 MHz) 5 7.66 (t, 2H, J=9.0 Hz), 7.42 (m, 2H), 7.37 (d, 0.7H, J=8.0 
Hz), 6.87 (d, 0.3H, J=3.8 Hz), 6.86 (d, 0.7H, J=3.8 Hz), 4.60 (m, 2H), 4.52 (m, 2H), 4.36 
(m, 2H), 3.02 (m, 2H), 1.50 (m, 3H), 1.40-1.20 (m, 21H), 0.86 (t, 3H, 6.6 Hz) 
M"(APCI): 617.2; M^(APCr): 619.2 
HPLC (Condition A), Rt: 7.1 min (HPLC purity: 99.9 %). 

Step g) Formation of {({5'[(dodecylamino)sulfonyl]'2-thienyl}methyl)[4'(trifluoro^ 
benzyl] amino}(oxo)acetic acid 

The same procedure as employed in the i>reparation of Example 1, step e but using ethyl 
{({5-[(dodecylamino)sulfonyl]thien-2-yl}methyl)[4-(trifluoromethyl)benzyl]ami^ 
acetate gave the title compound as a colorless foam (96 %). ^H NMR (CD3OD, 300 MHz) 8 
7.61 (m, 2H), 7.52 (m, IH), 7.40 (m, IH), 7.32 (m, IH), 7.08 (m, 0.5H), 6.85 (m, 0.5H), 
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4.71 (m, 4H), 2.88 (m, 2H), 1.46 (m. 2H), 1.27 (m, 18H), 0.87 (t, J=8.1 Hz, 3H). 
(LC/MS(ESI)): 589.1; I^(LC/MS(ESI)): 591.3. HPLC (Condition A), Rt: 6.58 min (HPLC 
purity: 99.9 %). 

Kxamnle 25: f rfS-rrdodecvlarninoWlfonvl 1 -2-thienvnmethvnr4-(trifluoTometfaYn benzyll- 
flminoUoxo-tant^c acid. N-methvl-D-eluca mine (i.e. l-deoxv-l-fmefliYlaniino)Rlucitol) salt 
The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
glucamine and {({5-[(dodecylamino)sulfonyl]-2-thienyl}methyl)[4-(trifluoromethyl)- 
benzyl]amino}(oxD)acetic acid gave the title compound as a white powder (92 %). NT 
(LC/MS(ESD): 589.1; M^(LC/MS(ESI)): 591.3. HPLC (Condition A), Rt: 6.58 min (HPLC 
purity: 99.9 %). Analysis calculated for C27H37F3N205S2.C7Hx7N05: C, 51.96; H, 6.93; N, 
5.35 %. Found: C, 51.54; H, 6.96; N. 5.26 % 

Kxample 26: rM-rfdodecvlamino')carbonv nbenzvna l-rf4-me1faoxvphenvl)sulfonyll-4- 
pi peridinvl \ me1favl>am iTir>ir oxo'tacetic acid 

Step a) Formation oftert-butyl 4-[({4-[(dodecylamino)carbonyl]benzyl}ammo)methyl]- 
piperidine-l-carboxylate 

The same procedure as employed in the preparation of Example 10, step b, but starting 
from 4-(aminomethyl)-l-N-Boc-piperidine gave the title compound as a colorless oil (74 
%). »HNMR (DMSO-dfi, 300 MHz) 8 8.36 (t, IH, J=5.6 Hz), 7.76 (d, 2H, J=8.2 Hz), 7.37 
(d, 2H, J=7.9 Hz). 3.90 (m. 2H), 3.71 (s, 2H), 3.22 (m. 2H). 2.66 (m, 2H), 2.33 (d, 2H, 
J=6.4 Hz). 1.67 (m, 2H), 1.49 (m, 3H). 1.37 (s. 9H), 1.23 (br s. 18H), 1.02-0.80 (m, 5H) 
M-(LC/MS(ESI)): 514.4; wr(LC/MS(ESI)): 516.7. HPLC (Condition A), Rt: 4.77 min 
(HPLC purity: 97.8%). 

Step b) Formation of tert-butyl4-({{4-f(dodecylamino)carbonylJ benzyl) fethoxy(oxo)- 
acetyl]amino}methyl)piperidine-l-carboxylate 
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The same procedure as employed in the preparation of Sample 10, step c, but tat-butyl 4- 
[({4-[(dodecylamino)carbonyl]benzyl}amino)methyl]piperidine-l-carboxylate gave the 
title compound as a colorless oil (97 %). l^(JLCMS(ESI)): 614.2; M^CLOMSCESl)): 616.3. 
HPLC (Condition A), Rt: 6.86 min (HPLC purity: 98.6 %). 

Step c) Formation of ethyl [{4-[(dodecylamino)carbonyl]benzyl}(piperidin-4-yl^ 
amino] (oxo)acetate hydrochloride 

To a cold (0°C) solution of tert-butyl 4-({{4-[(dodecylamino)caibonyl]benzyl}[ethoxy 
(oxo)acetyl]amino}methyl)piperidine-l-carboxylate (3.84 g, 6.24 mmol) inDCM (25 mL) 
was added a 4 N solution of HCl in dioxane (31.1 mL) and the resulting reaction mixture 
was stireed 4 h at 0°C. Evaporation of the solvents gave a white amorphous solid (73 %). 
'HNMR (DMDO-d6, 300 MHz) 6 9.03 (m, 0.5H), 8.70 (m, 0.5H), 8.50 (m, IH), 7.85 (m, 
2H), 7.33 (m, 2H), 4.56 (d, 2H, J=8.9 Hz), 4.40-4.20 (m. 2H), 3.35-3.10 (m, 7H), 2.80 (m, 
2H). 1.70 (m, 2H), 1.52 (m, 2H), 1.43-1.15 (m, 21H), 0.86 (m, 3H). M-(LC/MS(ESI)): 
514.4; M*(LC/MS(ESI)): 516.4. HPLC (Condition A), Rt: 4.68 min (HPLC purity: 99.4 
%). 

Step d) Formation of ethyl [{4-[(dodecylamino)carbonyl]benzyl}({l-[(4-methoxyphenyl)- 
sulfonylj piperidin-4-yl}methyl)aminoJ(oxo)acetate 

To a solution of ethyl [{4-[(dodecylamino)carbonyllbenzyl}(piperidin-4-ylmethyl)- 
amino](oxo)acetate hydrochloride (900 mg, 1.63 mmol). DIAE (527 mg, 4.07 mmol) and 
DMAP (20 mg, 0.16 mmol) in anhydrous THF (50 mL) was added 4-methoxybenzene- 
sulfonyl chloride (404 mg, 1.96 mmol) dissolved in THF (2.0 mL). The reaction mixture 
was stirred 14 h at rt The solvent was evaporated and the resulting residue was dissolved in 
DCM (100 mL), washed with water (20 mL) and the aqueous layer was extracted with 
DCM (3x 50 mL). The combined organic layers were dried over MgS04, fUtered and 
evaporated under vaccum. The crude product was purified by column chromatography over 
silica gel (AcOEt/c-Hex 1/4 to 1/1 in about 1 h) to give the title compound as a white foam 
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(992 mg, 89 %). ^HMMR (CDCI3, 300 MHz) 5 7.76 (d, 2H, J=8.3 Hz), 7.69 (d, 2H, J=9.2 
Hz), 7.27 (t, 2H, J=7.9 Hz), 7.07 (m, 2H), 6.12 (m, IH). 4.60 (s, IH), 4.48 (s, IH), 3.89 (s, 
3H), 3.76 (m, 2H), 3.13 (d, IH, J=6.8 Hz), 3.07 (d, IH, J=7.0 Hz), 2.32-2.12 (m, 2H), 1.80- 
1.55 (m, 6H), 1.45-1.20 (m, 24H), 0.89 (t, 3H, J=7.9 Hz). M-(APCI): 684.4. HPLC 
(Condition A), Rt: 6.84 min (HPLC purity: 99.7 %). 

Step e) Formation of [{4-[(dodecylamino)ccirbonyl]benzyl}({l-[(4-Tnethoxyphenyl) 
sulfonyl]-4-piperidinyl}methyl)arnino](oxo)aceacacid 

The same procedure as employed in the preparation of Example 1, stq> e but using ethyl 
[{4-[(dodecylamino)carbonyl3benzyI}({l-[(4-methoxyphenyl)sulfonyl]piperidm-4- 
yl}methyl)amino](oxo)acetate gave the title compound as a white powder (94 %). ^H NMR 
(CD3OD, 300 MHz) 5 7.76 (m. 2H). 7.66 (m, IH), 7.38 (d, IH, J=8.3 Hz), 7.32 (d, IH, 
J=7.9 Hz), 7.08 (m, 2H), 4.60 (m, 2H), 3.87 (s, 3H), 3.66 (m, 2H), 3.55 (m. IH), 3.36 (t, 
2H, J=7.1 Hz), 3.16 (m, 2H), 2.17 (m, 2H), 1.61 (m, 5H), 1.35-1.18 (m, 21H), 0.87 (t, 3H, 
J= 8.0 Hz). M"(LC/MS(ESI)): 656.2; M^(LC/MS(ESI)): 658.3. HPLC (Condition A), Rt: 
6.04 min (HPLC purity: 99.9 %). 

Kvam ple 27; f U-rfdodecvlamino^carbonvllbenzvU f ^-rf4-methoxvphenvnsulfonvn-4- 
p ^ peridinvnIrle»11vl^amino^roxoWetic ad d. N-methvl-D-glucamine (i.e. 1-deoxv-l- 
fmethvlair »ino>fflucitol'> salt 

The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
glucamine and [{4-[(dodecylamino)carbonyl]benzyl}({l-[(4-methoxyphenyl)sulfonyl]-4. 
piperidinyl}meth3d)amino](oxo)acetic acid gave the title compound as white pellets (94.1 
o/o). M-(LaMS(ESI)): 656.2; M*^(LC/MS(ESI)): 658.3. HPLC (Condition A), Rt: 6.04 min 
(HPLC purity: 99.9 %). Analysis calculated for CasHsiNaC^S.CTHiyNOs: C, 59.13; H, 8.03; 
N, 6.57 %. Found: C, 58.73; H, 8.10; N, 6.57 % 
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Kvain T>1e28: q4-rrdodecvlamiTio^carbonvl1 benzvlUl-ri-TiaphthYnethYl1 amino}- 
(f>xf>>acetic acid 

Step a) Formation of the resin-bound amines of formula (D) (See Scheme 5). e.g. the resin- 
bound dodecylamine 

The resin PS-MB-CHO HL (Argonaut Technologies Inc., 30 mg, 1.42 mmol/g, 0.0426 
mmol, 100-200 mesh) was swelled in 1 % HAc in DCEAMOF (80/20) (1.0 mL) for 15 min 
at rt. Dodecylamine (24 mg, 0.128 mmol) and sodium triacetoxyborohydride (27 mg, 0.128 
mmol) were added and the reaction mixture was shaken at rt for 14 h. The resin was 
washed successively with THF (Ix 15 min). MeOH (Ix 15 min), THF (Ix 15 min), MeOH 
(3x 10 min), DMF (3x 10 min), MeOH (Ix 5 min), THF (3x 10 min), MeOH (Ix 5 min), 
DCM (3x 10 min) and with EtaO (Ix 10 min). The resin was then dried under vacuum to 
afford the resin-bound dodecylamine which was \ised directly in the next step. 

Step b) Formation of the resin-bound amides of formula (VIU-l) (See Scheme 5, Method 
K). e.g. resin-bound 4-chloromethyl-N-dodecyl-benzamide. 

The resin-bound dodecylamine (described in step a, 0.0426 mmol) was swelled in DCM 
(1.0 mL) for 15 min at rt. DIEA (28 mg, 0.213 mmol) and 4-chloromethylbenzoyl chloride 
(40 mg, 0.213 mmol) were added and the reaction mixture was shaken at 0°C for 2h then 
14 h at rt. The resm was washed successively with THF (Ix 15 min), MeOH (Ix 15 min), 
THF (Ix 15 min), MeOH (3x 10 min). DMF (3x 10 min), MeOH (Ix 5 min), THF (3x 10 
min), MeOH (Ix 5 mm), DCM (3x 10 min) and with EtzO (Ix 10 min). The resin was then 
dried under vacuum to afford the resm-bound 4-chloromethyl-N-dodecyl-benzamide which 
was used directly in the next step. 

Step c) Formation of the resin-bound secondary amines of formula (UI-l) (See Scheme 5). 
e.g. resin-bound N-dodecyl-4-({[l-(l-naphthyl)ethyl]amino}metkyl)benzamide 
The resin-bound 4-chloromethyl-N-dodecyl-benzamide (described in step b, 0.0426 mmol) 
was swelled in NMP (0.25 mL) for 15 mm at rt DIEA (33 mg, 0.256 mmol), tetrabutyl- 
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ammonium iodide (94.4 mg, 0.256 mmol) and l-naphthalen-l-yl-ethylamine (44 mg, 0.256 
mmol) dissolved in NMP (0.75 mL) were added and the reaction mixture was shaken 14 h 
at 80°C. The resin was washed successively with THF (Ix 15 min), MeOH (Ix 15 min), 
THF (Ix 15 min), MeOH (3x 10 min), DMF (3x 10 min), MeOH (Ix 5 min), THF (3x 10 
min), MeOH (Ix 5 min), DCM (3x 10 min) and with EtaO (Ix 10 min). The resin was then 
dried under vacuum to afford the resin-bound N-dodecyl-4-({[l-(l-naphthyl)ethyl]amino}- 
methyl)benzanMde which was used directly in the next step. 

Step d) Formation of the resin-bound oxamic ester of formula (I-l) (See Scheme 1), e.g . 
resin-bound ethyl {{4-[(dodecylamino)carbonyl] benzyl} [l-(l'naphthyl)ethyl] amino} 
(oxo)acetate 

The resin-bound N-dodecyl-4-({[l-(l-naphthyl)ethyl]amino}methyl)benzamide (described 
in step c, 0.0426 mmol) was swelled in DCM (1 .0 mL) for 15 min at 0°C. DIEA (28 mg, 
0.213 mmol) and chloro-oxo-acetic acid ethyl ester (29 mg, 0.213 namol) were added and 
the reaction mixture was shaken 3 h at O'^C then 14 h at rt. The resin was washed 
successively with THF (Ix 15 min), MeOH (Ix 15 min), THF (Ix 15 min), MeOH (3x 10 
min), DMF (3x 10 min), MeOH (Ix 5 min), THF (3x 10 min), MeOH (Ix 5 min), DCM (3x 
10 min) and with EtaO (Ix 10 min). The resin was then dried under vacuum to afford the 
resin-bound ethyl {{4-[(dodecylamino)carbonyl]benzyl}[l-(l-naphthyl)ethyl]amino}- 
(oxo)acetate which was used directly in the next step. 

Step e) Formation of the resin-bound oxamic acid of formula (I-l) (See Scheme 1), e.g . 
resin-bound {f 4- f(dodecylamino)carbonylJ benzyl} fl-(l-naphthyl)ethylj amino}(oxo)acetic 
acid 

The resin-bound ethyl {{4-[(dodecylamino)carbonyl]benzyl}[l-(l-naphthyl)ethyl]amino}- 
(oxo)acetate (described in step d, 0.0426 mmol) was swelled in THF (0.300 mL) for 15 min 
at rt. Litiiium hydroxide monohydrate (36 mg, 0.852 mmol) diluted in H2O (0.060 mL) was 
added and the resulting reaction mixture was shaken 14 h at rt. The resin was washed 
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successively with THF (Ix 15 min), H2O (Ix 15 min), MeOH (Ix 15 min), THF (Ix 15 
min), MeOH (3x 10 min), DMF (3x 10 min), MeOH (Ix 5 min), THF (3x 10 min), MeOH 
(Ix 5 min), DCM (3x 10 min) and with EtaO (Ix 10 min). The resin was then dried mider 
vacumn to afford the resin-bound {{4-[(dodecylamino)carbonyl]benzyl}[l-(l-naph1hyl)- 
ethyl] amino}(oxo)acetic acid which was used directly in tihie next step. 

Stepf^ Cleavage of the resin-bound oxamic acid of formula (I-l): formation of the oxamic 
acid of formula (II) (See Scheme 1), e.g . {{4-[(dodecylamino)carbonyl]benzyl}[l-(l' 
naphthyl)ethyl] amino}(oxo)acetic acid 

The resin-bound {{4-[(dodecylamino)carbonyl]benzyl}[l-(l-naphthyl)ethyl] amino}(oxo)- 
acetic acid (described in step e, 0.0426 mmol) was poured in TFA/DCM 20/80 (2 mL) for 1 
h at rt. The resin was filtered and the solvents were evaporated under vacuum to afford a 
colorless oil. The crude product was purified on a SPE column (SorbentNH2, Isolute® Ig, 
0.71 nunol/g) as follows: the column was equilibrated widi DCM (2x 10 mL) and the crade 
product (diluted in 1 mL DCM) was poured onto the column. The colunm was washed with 
DCM (2x 5 mL) then with dioxane (2x 5 mL) and the title compounds was finally eluted 
with a 2 N HCl in dioxane (2x 2 mL). Evaporation of the HCl-containing firactions under 
vacuum gave the title compound as a colorless oil (6.5 mg). M"(LC/MS(ESI)): 543.0; 
M^(LC/MS(ESI)): 545.8. HPLC (Condition A), Rt: 6.67 min (HPLC purity: 99.1 %). 

Kifani ple 29: f f4-rfdodecvlamino^carbonvnbenz vlK2-carboxv-l-phenvlethvn 
amino]|foxQ'lacetic acid 

The same procedure as employed in the preparation of Example 28 but using 2- 
phenylglycine ethyl ester hydrochloride in step c gave flie title compound as a white 
powder (15 mg). M'(LC/MS(ESI)): 523.1; M'OLC/MSOBSI)): 525.9. HPLC (Condition A), 
Rt: 5.57 min (HPLC purity: 95.7 %). 
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Example 30: [M-rfdodecvlammo^carbonvnbenzvlU2-meth oxv-l-mefe^^ 
aminolfoxoWetic acid 

The same procedure as employed in the preparation of Example 28 but using 2-amino-l- 
methoxypropane in step c gave the title compound as a colorless oil (3.7 mg). NT 
(LC/MS(ESI)): 461.3; M^(LC/MS(ESI)): 463.3. HPLC (Condition A), Rt: 5.9 min (HPLC 
purity: 98.1 %). 

Example 31: (4-bromo(4-rfdodecvlamino')carbonvllbenzvllanilino'>foxo'>acetic acid 
The same procedure as employed in the preparation of Example 28 but using 4- 
bromoaniline in step c gave the title compound as a colorless oil (2 mg). M^(LC/MS(ESI)): 
548.3. HPLC (Condition A), Rt: 6.44 min (HPLC purity: 90.5 %). 

Example 32: f M-rrdodecvlamino'icarbonvllbenzvUanilinoVoxo^acetic acid 
The same procedure as employed in the preparation of Example 28 but using aniline in step 
c gave the title compound as a colorless oil (3.1 mg). M'(LC/MS(ESI)): 465.1; 
M^(LC/MS(ESI)): 467.2. HPLC (Condition A), Rt: 6.1 min (HPLC purity: 91.9 %). 

KYam ple 33: rr2-(3-chlorophenvnethvnM-rfdodecvlamino^ carbonvnbenzvll 
amino'^foxo'^acetic acid 

The same procedure as employed in tiie preparation of Example 28 but using 2-(3- 
chlorophenyl)ethylamine in step c gave the title compound as a colorless oil (5 mg). 
(LC/MS(ESI)): 527.1; M^(LC/MS(ESI)): 530.6. HPLC (Condition A), Rt: 6.66 min (HPLC 
purity: 96.1 %). 

Kxam ple 34: |^4-rfdodecvlamino^carbonvl1benzvlU2"f3-methoxvp henvnethvn 
amino } foxo'tacetic acid 

The same procedure as employed in flie preparation of Example 28 but using 2-(3- 
methoxyphenyl)ethylamine in step c gave the title compound as a yellow oil (8.9 mg). 
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M-(LC/MS(ESI)): 523.1; I^(LC/MS(BSI)): 525.3. HPLC (Condition A), Rt: 6.35 min 
CEIPLC purity: 97.2 %). 

Kxample 35: {{4-rfdodecv1aiTiino^carbo Tivnbenzvnrffd.lVtrans-2-phenvlcvclopropYl1 

aminoUoxo'tacetic acid 

The same procedure as employed in the preparation of Example 28 but using (d,l)-trans-2- 
phenylcyclopropylamine hydrochloride in step c gave the tifle compound as a colorless oil 
(5.5 mg). M-(LC/MS(ESI)): 505.3; M^CLCMS(ESI)): 507.2. HPLC (Condition A), Rt: 6.42 
min (HPLC purity: 80.0 %). 

Kxam ple 36: f rrd n-trans-?--(henzvloxv^ cvclot>entvl1 l4-r(dodecvlamino^carbonvnben2YU 
amino'Xoxo'^acetic acid 

The same procedure as employed in the preparation of Example 28 but using (d,l)-2- 
benzyloxycyclopentylamine in step c gave the titie compound as a yellow oil (12.3 mg). 
(LC/MS(ESI)): 563.3; M^(LC/MS(ESI)): 565.4. HPLC (Condition A), Rt: 6.68 min (HPLC 
purity: 97.7 %). 

Exam ple 37- rf4-rrdodecvlamino^carbonvnbenzv n-4-phenoxvanilino¥oxo)acetic acid 
The same procedure as enq>loyed in the preparation of Example 28 but using 4- 
phenoxyaniline in step c gave the titie compound as a yellow oil (11. 2 mg). M' 
(LC/MS(ESI)): 557.7; M^(LC/MS(ESI)): 559.4. HPLC (Condition A), Rt: 6.64 min (HPLC 
purity: 94.3 %). 

Kxam ple 38- r^4-rfdodecvla«iinnV.aibon v11henzvnfl.2.3.4-tefa:ahvdro-l-naphtiialenyl) 
aminolfo ^n'tacetic acid 

The same procedure as employed in the preparation of Example 28 but using 1,2,3,4- 
tetrahydro-l-naphthylamine in step c gave the titie compound as a colorless oil (1 1 .6 mg). 
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M"(LC/MS(ESI)): 519.0; M*^(LCyMS(ESI)): 521.0. HPLC (Condition A), Rt: 6.62 min 
(HPLC purity: 81.1%). 

Rvflm ple 39! l-benzvM-piperidinvni4-rfdodecvlamino^carbonvn be nzvUamino^foxol- 
acetic acid 

The same procedure as employed in the preparation of Example 28 but using 4-amino-l- 
benzylpiperidine in step c gave the title compound as a white powder (4.3 mg). M" 
(LC/MS(ESI)): 562.0; M^(LC/MS(ESI)): 564.7. HPLC (Condition A), Rt: 4.69 min (HPLC 
purity: 68.8 %). 

Example 40: (l4-rrdodecvlamino^carbonvl1benzvUr2-f4-phenoxv phenvnethvn 
aminoUoxo^acetic acid 

The same procedure as employed in the preparation of Example 28 but using 4- 
phenoxyphenethylamine in step c gave the title compound as a colorless oil (4 mg). M' 
(LC/MS(ESI)): 585.6; M^(LC/MS(ESI)): 587.3. HPLC (Condition A), Rt: 6.91 min (HPLC 
purity: 97.1 %). 

Rvam ple 41 : { {4-rfdodecvlamino'^carbonvnben2vn r2-(2 -phenoxvphenvDethvl1 
aTniTin}foxo')acetic acid 

The same procedure as employed in the preparation of Example 28 but using 2- 
phenoxyphenethylamine in step c gave the title compound as a colorless oil (4.7 mg). M" 
(LC/MS(ESI)): 584.9; M^(LC/MS(ESI)): 586.9. HPLC (Condition A), Rt: 6.93 min (HPLC 
purity: 97.9 %). 

R^am ple 42: fr2-ri.l'-biphenvll-4-vlethvni4-rfdodecvlamino^ caAonvn benzvU- 
aminoYoxo'tacetic acid 

The same procedure as employed in tiie preparation of Example 28 but using 2-(4- 
biphenyl)ethylamine in step c gave the title compound as a colorless oil (3.9 mg). M" 
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(LC/MS(ESI)): 569.1; M^(LC/MS(ESI)): 571.2, HPLC (Condition A), Rt 6.92 min (HPLC 
purity: 96.5 %). 

Example 43: ffri,l'-biphenvl1-3-vlmethvnM-rfd odecvlamino^carbonvn benzvU- 
atnino'^foxo'^acetic acid 

The same procedm^e as employed in the preparation of Example 28 but using 3- 
phenylbenzyl amine in step c gave the title compound as a colorless oil (6.2 mg). M" 
(LC/MS(ESI)): 555.7; M^(LC/MS(ESI)): 557.0. HPLC (Condition A), Rt: 6.54 min (HPLC 
purity: 81 %). 

Example 44: f3-fbenzvloxv>l4-rrdodecvlamino)carbonvl1benzvUanilinoVoxo >acetic acid 
The same procedure as employed in the preparation of Exan[5>le 28 but using 3- 
(benzyloxy)aniline in step c gave the title compound as a yellow oil (10.3 mg). M" 
(LC/MS(ESI)): 571.0; ]Vr*'(LC/MS(ESI)): 573.4. HPLC (Condition A), Rt: 6.35 min (HPLC 
purity: 94.5 %). 

Kvam ple 45: f r4-nDenzovlaniino>benzylU4-[fdodecvlamino^carbo nvll benzvU 
flmi-nQ)(oxo'>acetic acid 

The same procedure as employed in the preparation of Example 28 but using 4- 
benzamidobenzylamine in step c gave the title compound as a yellow oil (1.8 mg). NT 
(LC/MS(ESI)): 598.8; ]Vf*"(LC/MS(ESI)): 600.1. HPLC (Condition A), Rt: 5.93 min (HPLC 
purity: 55.1 %). 

Fvam ple 46: N-fcarboxvcarbonvlVN-/4-rfdod ftnYlfliTriinn^caTfaonvl1benzvn>3-phe^^ 
alanine 

The same procedure as employed in the preparation of Example 28 but using dl-3-amino-3- 
phenylpropionic acid in step c gave the title compoimd as a white powder (7.5 mg). M" 
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(LC/MS(ESI)): 537,7; M*(LC/MS(ESI)): 539.0. HPLC (Condition A), Rt: 5.57 min (HPLC 
purity: 57.3 %). 

Example 47'- f l4-rfdodecvlaminoWbonvnbenzvlU4-a.23- thiadiazol-4-vnb^^ 
aTniTio}faxo)acetic acid 

The same procedure as employed in the preparation of Example 28 but using 4-(l,2,3- 
thiadiazol-4-yl)benzylamine hydrochloride in stqp c gave the title compound as a brown 
powder (7.4 mg). M-(LC/MS(ESI)): 562.9; l^O^/MSOBSI)): 565.7. HPLC (Condition A), 
Rt: 6.02 min (HPLC purity: 94.2 %)• 

Example 48: f M-rfdodecvlamino^carbonvnbenzvlU4-pentv lbenzvttamino1(oxo^acetic acid 
The same procedure as employed in the prq)aration of Example 28 but using 4-pentyl- 
benzylamine hydrochloride in step c gave the title compound as a colorles oil (9.3 mg). M" 
(LC/MS(ESI)): 549.0; M'(LC/MS(ESI)): 551.1. HPLC (Condition A), Rt: 7.04 min (HPLC 
purity: 97.1 %). 

Example 49: f l4-r(dodecvlamino^carbonvl1benzvl>f 1-phenvlethvn aminolfoxo^acetic acid 
The same procedure as employed in the preparation of Example 28 but using d,l-D- 
methylbenzylamine in step c gave the title compound as a white powder (14.6 mg). M" 
(LC/MS(ESI)): 493.1; Mr'(LC/MS(ESI)): 495.0. HPLC (Condition A), Rt: 6.11 min (HPLC 
purity: 92.1 %). 

Example 50: fbenzvl{3-rfdodecvlamino'>carbonvnbenzvllam ino¥oxo^acetic acid 
Step a) Formation of the resin-bound canines of formula (D) (See Scheme 5), e.g. the resin- 
bound dodecylamine 

The same procedure as employed in the preparation of Example 28, step a, gave the title 
compound. 
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St^ b) Formation of the resin-bound protected amines of formula (VII-l) (See Scheme 5), 
e.g. the resin-bound PH-fluoren-P-ylmethyl 3'[(dodecylamino)carbonyl]ben2ylcarbamate 
The resin-bound dodecylamine (described in step a, 0.0426 mmol) was swelled in NMP 
(0.25 mL) for 15 min at rt DIEA (44 mg, 0.340 nunol), Fmoc-(3-aniinomefhyl)-benzoic 
acid (64 mg, 0.170 mmol) and PyBOP® (89 mg, 0.170 nrnaol) were dissolved in NMP (0.75 
mL) and shaken for 15 min at rt. The solution was added to the resin and the resulting 
reaction mixture was was shaken 14 h at rt. The resin was washed successively with NMP 
(Ix 15 min), MeOH (Ix 15 min), THF (Ix 15 min), MeOH (3x 10 min), DMF (3x 10 min), 
MeOH (Ix 5 min), THF (3x 10 min), MeOH (Ix 5 min), DCM (3x 10 min) and with EtiO 
(Ix 10 tnin). The resin was then dried under vacuum to afford the title compound which 
was used directly in the next step. 

Step c) Fmoc-deprotection of the resin-bound protected amines of formula (VH-l) (See 
Scheme 5); e.g. formation the resin-bound 3-(aminomethyl)'N-dodecylbenzamide 
The resin-bound 9H-fluoren-9-ylmethyl 3-[(dodecylainino)carbonyl]benzylcarbamate 
(described in step b, 0.0426 mmol) was treated with a 20 % solution (v/v) of piperidine in 
DMF (4 mL, Ix Smin, then again 2x 15 min with a fresh solution of piperidine in DMF). 
The resin was washed successively with DMF (Ix 15 min), MeOH (Ix 15 min), MeOH (3x 
10 min), DMF (3x 10 min), MeOH (Ix 5 min), THF (3x 10 min), MeOH (Ix 5 min), DCM 
(3x 10 min) and with EtaO (Ix 10 min). The resin was then dried under vacuum to afford 
the title con[q)ound which was used directly in the next step. 

Step d) Formation of the resin-bound secondary amines of formula (HI-l) (See Scheme 5, 
Method L), e.g. resin-bound 3-[(benzylamino)methyl]-N-dode<ylbenzamide 
The resin-boimd 3-(aminomethyl)-N-dodecylbenzamide (described in step c, 0.0426 mmol) 
was swelled in THF/TMOF 80/20 (1.0 mL) for 15 min at rt Benzaldehyde (45 mg, 0.426 
mmol) was added and the mixture was shaken 14 h at rt. The resin was washed with 10 % 
TMOF in anhydrous THF (2x 1 5 min, then 2x 60 min), then with anhydrous THF (1x30 
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min). The resin was then poured in anhydrous THF (1 .0 mL) and sodium triacetoxyboro- 
hydride (27 mg, 0. 128 nunol) was added and the mixture was shaken 14 h at rt. The resin 
was washed successively with THF (Ix 15 min), MeOH (Ix 15 min), MeOH (3x 10 min), 
DMF (3x 10 min), MeOH (Ix 5 min), THF (3x 10 min), MeOH (Ix 5 min), DCM (3x 10 
min) and with Et20 (Ix 10 min). The resm was then dried mider vacuum to afford the title 
compound which was used directly in the next step. 

S/g? e) Formation of the resin-bound oxamic ester of formula (I-l) (See Scheme 1), e.g . 
resin-bound ethyl (ben2yl{3-[(dodecylamino)carbonylJbenzyl}aminoXoxo)acetate 
The same procedure as employed in the preparation of Example 28, step d, but using flie 
resin-bound 3-[(benzylamino)methyl]-N-dodecylbenzamide (described in step d, 0.0426 
mmol) gave ttie title compound which was used direcfly in the next step. 

Step/} Formation of the resin-bound oxamic acid of formula (I-l) (See Scheme 1), e.g . 
resin-bound (benzyl{3-[(dodecylamino)carbonyl]benzyl}amino)(oxo)acetic acid 
The same procedure as employed in the preparation of Example 28, step e, but using the 
resin-bound ethyl (benzyl {3-[(dodecylamino)carbonyl]benzyl}amino)(oxo)acetate 
(described in step e, 0.0426 mmol) gave the title compound which was used directly in the 
next step. 

Step g) Cleavage of the resin-bound oxamic acid of formula (I-l); formation of the oxamic 
acid of formula (I) (See Scheme 1), e.g. (benzyl{3-[(dodecylamino)carbonyl] 
benzyl}amino)-(oxo)acetic acid 

The same procedure as employed in the preparation of Example 28, step f, but xising the 
resin-bound (benzyl{3-[(dodecylammo)carbonyl]benzyl}amino)(oxo)acetic acid (described 
in step f, 0.0426 mmol) gave the title compoimd as a yellow oil (15.5 mg). ^H NMR 
(CD3OD, 300 MHz) 8 7.70-7.08 (m, 9H), 4.43 (s, 2H), 4.41 (s, 2H), 3.34-3.20 (m, 2H), 



wo 03/064376 



PCT/EP03/00808 



-87- 

1.61-1.45 (m, 2H), 1.37-1.10 (m, 18H), 0.80 (t, J=8.6 Hz, 3H). M-(LC/MS(ESI)): 479.4; 
M*^(LCyMS(ESI)): 481,2. HPLC (Condition A), Rt: 6.28 min (HPLC purity. 80.3 %). 

Exam ple 51 ! f f 3-rfdodecwlamino')caTTx>nvi1benzvnr4-fmethv lsulfonvnbeTizv11aniinol- 
foxo'>acetic acid 

The same procedure as employed in the preparation of Exanq>le 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-benz»ic acid in step b and 4-(methylsulfonyl)benzaldehyde 
in step d gave the title compound as a yellow oil (16.2 mg). 'H NMR (CD3OD, 300 MHz) 5 
8.00-7.25 (m, 8H), 4.61-4.46 (m, 4H), 3.32-3.23 (m, 2H), 3.01 (s, 3H), 1.60-1.45 (m, 2H), 
1.36-1.12 (m, 18H). 0.80 (t, J=8.7 Hz, 3H). M-(LC/MS(ESI)): 557.0; M'(LC/MS(ESI)): 
559.1. HPLC (Condition A), Rt: 5.71 min (HPLC purity: 86.5 %). 

Rvample 52: r(3-cvanobenzvni3-frdodecvlamino^carbonvnben2v Uamino¥oxo')acetic acid 
The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aniinome1hyl)-benzoic acid in step b and 3-cyanobenzaldehyde in step d 
gave the title compound. M*(LC/MS(ESI)): 506.6 

Kxfltn ple S3: f f3-rrdodecvlaminoWbonvnbenzvUr4-ftrifl uoromefcvDbenzvl1ainino>- 
(oxo'^acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-benzoic acid in step b and 4-(trifluoromethyl)benzaldehyde 
in step d gave the title compound. M*'(LC/MS(ESI)): 548.9 

P.Tf am ple 54: f(4-chloToben2rsdV3- f rr4-pentvlben2v] ^amino1caifeonvUbenzvlVamino1(oxoV 
acetic acid 

The same procedure as employed in Ihe preparation of l&tample 50 using 4-n-pentylbenzyl- 
amine hydrochloride in step a, Fmoc-(3-aminomethyl)-benzoic add in step b and 4-chloro- 
benzaldehyde in step d gave the titiie compound. M*(LC/MS(ESr)): 507.7 



wo 03/064376 



PCT/EP03/00808 



-88- 



R^am ple 55: oxoir4-f f r2-(2-ihienvDethvl1ammo>carbonvnbenzvlir4-(M^ 
benzvllainino} acetic acid 

The same procedure as employed in the preparation of Example 50 using thiophene-2- 
ethylamine in step a, Fmoc-(4-aminomethyl)-benzoic acid in step b and 4-(trifluoro- 
methyl)benzaldehyde in step d gave the title compound. ]VI^(LC/MS(ESI)): 491.6 

Example 56: fbenzvirf3'-irf2,2-diphenvletfavnamino1carbonvnri J'-bi phenvl1-4-vn^ 

methvllafflitinlfoxo^acetic acid 

Step a) Formation of tert-ButyUS-bromo benzoate 

To a mixture of 3-bromo benzoic acid (lOOg, 0.5 mol), silver carbonate (276g, Imol) and 
dry molecular sieves (100 g) taken in dry CH2CI2 (2 L), tert-butylbromide (115mL, Imol) 
was added dropwise at 0**C and the reaction mixture was stirred overnight at RT. The solid 
was filtered and washed with dichloromethane. Organic layer was washed with 10 % 
aqueous solution of NaHCOs (2x SOOmL), water(2x 500 mL), brine and dried. The solvent 
was removed imder vacuum to give ^er^butyl-3-bromobenzoate (70g, 57 %). 

Step b) Formation oftert-butyl''3-(4'tolyl) bromobenzoate 

To a mixture of ^er/-butyl-3-bromobenzoate (65 g, 0,25 mol), 4-tolyl boronic acid (41.3 g, 
0.30 mol) and sodium carbonate (150g) in a mixture of toluene (SOOmL) and water (50 
mL), tetrakis-triphenylphosphine palladiimi(O) (14.5 g, 0.05 mol) was added and the 
reaction mixture was refluxed overnight. Cooled to RT, toluene layer was separated. The 
organic layer was washed with water, brine, dried. The solvent was removed under vacuum 
to give ter/-butyl-3-(4-tolyl)benzoate (62 g, 90 %). 

Step c) Formation of4'(3'tert-butoxy carbonyl phenyl) benzyl bromide 

To a solution ter/-Butyl-3-(4-tolyl) benzoate (60 g, 0.22 mol) in CCI4 (800 mL) were 

added NBS (47.8 g, 0.268 mol) and benzoylperoxide (10 g) and the reaction mixture was 
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refluxed overnight. Cooled to RT and filtered. The filtrate was concentrated to give 4-(3- 
tert'hutoxy carbonyl phenyl) ben2yl bromide (65 g, 84 %). 

Step d) Formation of4-(3'Carboxyphenyl)benzylamine hydrochloride 
Ammonia gas was passed through a cooled solution of 4-(3-ferr-butoxycarbonylphenyl) 
benzyl bromide (65 g, 0.18 mol) in meflianol (2 L) for 6h. Then the reaction mixture was 
stirred at RT overnight Methanol was removed under vacuum. To the residue 6N aqueous 
solution of HCl (200 mL) was added and stirred overnight. Concentrated completely to get 
4-(3-carboxyphenyl) ben2ylamine as a hydrochloride salt (20 g, 41 %). 

Step e) Formation ofN'Fmoc-4-(3-carboxyphenyl)beJtzylamine 

A solution of 4-(3-carboxyphenyl)benzylamine hydrochloride (20 g, 0.075 mol) in 10 % 
NaaCOa (350 mL) and dioxane (100 mL) was cooled to 0°C with stirring. A solution of 
Fmoc-OSu (30.7 g, 0.091 mol) in dioxane (100 mL) was added in one portion and the 
reaction mixture was stirred at RT for 3h. Acidified with 1.5 N aqueous solution of HCl 
and extracted with EtOAc (3x 400 mL). The organic layer was washed with water (3x 500 
mL), brine dried over Na2S04 and concentrated, purification by column chromatography 
using dichloromethane/methanol (9:1) to give i\r-Fmoc-4-(3-carboxyphenyl)ben2ylamine 
(16 g). This was fiirther purified by recrystallization fi:om THF/ PetEther gave the title pure 
product (8 g). 

Step/) Formation of{benzyl[(3'-{[(2,2-diphenylethyl)amino]carbonyl}[lJ^^^ 
yl)methyl]amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 50 using 2,2-diphenyl- 
ethylamine in step a, N-Fmoc-4-(3-carboxyphenyl)benzylamine in step b andbotizaldehyde 
in step d gave the title compound 
M^(LC/MS(ESI)): 569.5 
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Rv».tn p1e ^7! f f3-cvanob«^^nrf3'-irf2.2-diphenvletb vnammo1carbonvU ri.l'-biphenYn-4- 
yl)inftth Yl>Tnifio} foxo'>acetic acid 

The same procedure as employed in the preparation of Example 50 using 2^-dq)henyl- 
ethylamine in step a, N-Fmoc-4-(3-carboxyphenyl)benzylaniine in step b and 3-cyano- 
5 benzaldehyde in step d gave the title compound. M^(LC/MS(ESI)): 594.4 

Pvam p1e5R: ff4-chlornheTizvnrr3'-frf2.2-diphen vlethvnammo1caibonvnria'-biphenvl1-4- 
y1)methvl1aminoUoxo^acetic acid 

The same procedure as employed in the prqjaration of Exanqile 50 using 2,2-diphenyi- 
10 ethylamine in step a, N-Fmoc-4-(3-carboxyphenyl)benzylamine in step b and 4-chloro- 
benzaldehyde in step d gave the title compound. M^(LC/MS(ESI)): 605.3 

KvaTT^ ple 59: ( r(3'- 1 r^^^^-diphenvlethynaminolcarbonvU F l - 1 '-biphenvll-4-vnmethvlir4- 
(trifliioromethvnbenzvl1amip n}<'oxo^acetic acid 
15 The same procedure as employed in the preparation of Example 50 using 2,2-diphenyl- 
ethylamine in step a, N-Fmoc-4-(3-carboxyphenyl)benzylamine in step b and 4-(tri- 
fluoromethyl)benzaldehyde in step d gave the title compound. M*(LCyMS(ESI)): 637.4 

Fv«m p1e60:rf3-cvanobeng:vlMr3Vir 2-f4-Dhenoxvphenvnethvllamino>carbo 
20 bipbenvn-4-vnTnelfavUa TninoVoxo^aceticacid 

The same procedure as employed in the preparation of Exanq)le 50 usmg 4-phenoxy- 
phenethylamine in step a, N-Fmoc-4-(3-caiboxyphenyl)beiizylamine in step b and 3- 
cyanobenzaldehyde in step d gave the title compound. M*(LC/MS(ESI)): 610.4 

25 T?.xam ple 61: nxof fr3'-(ir2-<'4-phenoxv phenvnethvnamino^carbonvnri>l'-biphenvn-4- 
yllmethvU f4-(tDf1uoiomethvl'>benzvllam tno> acetic acid 
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The same procedure as employed in the preparation of Example 50 using 4-phenoxy- 
phenethylamine in step a, N-Fmoc-4-(3-carboxyplienyl)benzylamine in step b and 4- 
(trifluoromefhyl)benzaldehyde in step d gave the title compound. M*(LC/MSCESI)): 653.4 

F.xample62: f(^-r.vanobenzv1Vf3'-rfoctvl a TninoWbonvnri.l'-biphenvl1-4-vl|mefliylV 
aminolfoxo'^acetic acid 

The same procedure as employed in the preparation of Exan5)le 50 using octylamine in 
step a, N-Fmoc-4-(3-carboxyphenyl)benzylamme in step b and 3-cyanobenzaldehyde in 
step d gave the title compound. M^(LC/MS(ESI)): 526.4 

F.vam p1e63: r(A-rh1orQbenzv 1 Vf3'-rfoctvlamiTio^carbonvnri,r-biphenYl1-4-yl>methYl)- 
aminolCnxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using octylamine in 
step a, N-Fmoc-4-(3-carboxyphenyl)benzylamine in step b and 4-chlorobenzaldehyde in 
step d gave the title compound. M^(LC/MS(ESI)): 537.4 

Kvam ple 64: {m'-r(octvlamiT.n^aibonvnn ■T-biphenvn-4-vnmethvl)r4-(trifluorometfaYl)- 
h ^Tivnaminolfoxo'tac etic acid 

The same procedure as employed in the preparation of Example 50 using octylamine in 
step a, N-Fmoc-4-(3-carboxyphenyl)benzylamine in step b and 4-(trifluoromethyl)- 
benzaldehyde in stqp d gave the title compound. M^(LCyMS(ESI)): 569.4 

Pv^tn ple 65: ff3-cvanobeny YlX<'^'-^r^3-phenvlpropvnamino1caibonYl} rM'-biphenylH- 
y1)methvnamino>foxo'>acetic acid 

The same procedure as employed in flie preparation of Example 50 using 3-phenylpropyl- 
amine in step a, N-Fmoc-4-(3-carboxyplienyl)benzylamine in step b and 3-cyanobenz- 
aldehyde in step d gave the title compound. M*(LC/MS(ESI)): 532.4 
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p^o^pi^fi^- fn-cvanob CT Tvnfl3'-rrdcKiec.v1amino>caiboiiYliri4'-biphenY^^ 
yllmethvnaminoK nxoWetic acid 

The same procedure as enq)loyed in the preparation of Example 50 using dodecylamine in 
step a, N-Finoc-4-(3-carboxyphenyl)benzylamine in step b and 3-cyanobenzaldehyde in 
step d gave the title compound. 1^(LC/MS(ESI)): 582.5 

P^.t„ p1p fi7: r(4-chlorobf^^v1V^3'4rdo H ^.v1amiiio^caAonvliri.r-biphenvl1-4-vl|m 
amiTiol foxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, N-Fmoc-4-(3-carboxyphenyl)benzylamine in step b and 4-chloiobenzaldehyde in 
step d gave the title compound. M^CLC/MSCESI)): 592.5 

u^«r« p\^.fiR- f(-/3'-rfdoHenvlaminoV.arhonvnri.l'- biphenvn-4-vnmethvnr4-(trifluoro- 
mf4h y\)he!nzvnsar tmn} f oxo^acetic acid 
15 The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a,N-Fmoc-4-(3-carboxyphenyl)benzylamine in step b and 4- 

(1iifluoromethyl)benzaldehyde in step d gave the title compound. M*^(LC/MS(ESr)): 625.5 

Ti^o^pl^^Q- |hen:»:virG'-frf4-pentvlben ^ nammQlcarbonvnria'-biphenyl1-^^^ 

20 aminoUoY »)acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-n-pentylbenzyl- 
amine hydrochloride in step a, N-Fmoc-4-(3-carboxyphenyl)benzylamine in step b and 
benzaldehyde in step d gave the title compound. M^(LC/MS(ESI)): 549.5 

25 p.^am pleVQ: |(?-r.va«nbenzvl W 3'-frr4-pentvlbenzvnamino1carbonYl|ri,l'-biphenyl1-4- 
yl)tr.Pt1i yl]amino> (»v"'>acetic acid 
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The same procedure as employed in the preparation of Example 50 using 4-n-pentyl- 
benzylamine hydrochloride in step a, N-Fmoc-4-(3-carboxyphenyl)benzylamine in step b 
and B-cyanobenzaldehyde in step d gave the title compound. M^(LC/MS(ESI)): 574.5 

Pvam ple 71: l(4-cMorobengvl¥f3'-{ff4-pentvlbenzvnaminolcarbonvlKLr-biphenvn 
vl'>methvllaniinolfoxo'>acetic add 

The same procedure as employed in the preparation of Example 50 using 4-n-pentylbenzyl- 
amine hydrochloride in step a, N-Fmoc-4-(3-carboxyphenyl)benzylamine in step b and 4- 
chlorobenzaldehyde in step d gave the title compound. M^CLC/MSCESI)): 584.3 

Example 72: oxoirn'-irf4-pentvlbenzvDamino1carbonvl>ri.r-biphenvl1-4-vltoethvl1^ 

ftrifluoromethvDbenzvl1amino>acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-n-pentyl- 
benzylamine hydrochloride in step a, N-Fmoc-4-(3-carboxyphenyl)benzylamine in step b 
and 4-(trifluoromethyl)benzaldehyde in step d gave the title compound. Nr*"(LC/MS(ESI)): 
617.5 

Example 73: oxo( [(3 -{r(4-phenvlbutvDamino1carbonvU rLr-biphenvll-4-vnmethvnr4- 
(trifluoromethyDbenzvllaminol acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-phenylbutyl- 
amine in step a, N-Fmoc-4-(3-carboxyphenyl)benzylamine in step b and 4-(trifluoro- 
methyl)benzaldehyde in step d gave flie title compound. M^(LC/MS(ESI)): 589.5 

Example 74: lf3-cvanobenzvl¥f3'-ir(2-mesitvlethvnamino1 carbonvlUl J'-binhenvll^ 
yPmethvllaminoKoxo'tacetic acid 

The same procedure as employed in the preparation of Example 50 using 2-(2,4,6- 
trimethyl-phenyl)-ethylamine in step a, N-Fmoc-4-(3-carboxyphenyl)benzylamine in step b 
and 3-cyanobenzaldehyde in step d gave the title compound. M*'(LC/MS(ESr)): 560.5 
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Pvflin ple 75: fr4-chlcirobemzvnrf3'-irf2 -mesiMethvnammo1caAonvUriJ'-biphenvn 
vl^methvnanimo>fox o'>acetic acid 

The same procedure as employed in the preparation of Example 50 using 2-(2,4,6- 
trimethyl-phenyl)-ethylamine in step a, N-Fmoc-4-(3-caiboxyphenyl)benzylamine in step b 
and 4-chlorobenzaldehyde in step d gave the title compound. l^CLCyMSOBSI)): 570.4 

F.xam ple76t {fr3'-ir(2-inesitvlethvnaTnino1carbon vnri.l'-biphenvn-4-vl')me1hvnr4- 
(trifluoromethvnbenzv llaminol roxo'>acetic acid 

The same procedure as employed in the preparation of Example 50 using 2-(2,4,6- 
trime1hyl-phenyl)-ethylamine in step a,N-Fmoc-4-(3-caiboxyphenyl)benzylamine in step b 
and 4-(trifluoromethyl)benzaldehyde in step d gave the title compound. M*(LCyMS(ESr)): 
603.5 

P.vam ple77: rr4-chlorobenzvnf r3'-rir2-f4-methoxv Dhenvnetfavnamino>carbonvl')ri,r- 
hi phenvn-4-vl1methvn aminoVoxo ^acetic acid 

The same procedure as employed in the preparation of Example 50 using 2-(4- 
methoxyphenyl)ethylamine in step a, N-Fmoc-4-(3-carboxyphenyl)benzylamine in step b 
and 4-chlorobenzaldehyde in step d gave the title compound. M^(LC/MS(ESr)): 558.3 

PTfain ple 7R: ri4-rfdodecvlamino)carbonvnbenzvU<'4-meth oxvbenzvnamino1(oxo')acetic 
acid 

The same procedure as enq)loyed in the preparation of Exan^le 50 using dodecylamine in 
step a, Fmoc-(4-aminomefliyl)-beazoic acid in step b and p-anisaldehyde in step d gave the 
title compound as a yellow oil (20.2 mg). M-(LC/MS(ES1)): 509.2; M^(LCyMS(ESI)): 
511.3. HPLC (Condition A), Rt: 6.19 min (HPLC purity: 80.2 %). 
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PSram ple 79: ( {/U[fdodecvlami tin^caAonvl1ben^lU4-fmelhv1sii1fomnbenzvl1anM^ 
(nxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(4-aminomethyl)-benzoic acid in step b and 4-(melliylsulfonyl)benzaldeliyde 
in step d gave the title compound as a yellow oil (21.7 mg). M-(LC/MS(ESD): 557.2; 
M^(LC/MS(ESI)): 559.1. HPLC (Condition A), Rt: 5.71 min (HPLC purity: 92.3 %). 

Kva^ ple 80:r{^-r<'dodecvlaromn^carbonvnb ^ 7vnr4-methoxvbenzvnamino1(oxo)acetic 
acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-benzoic acid in step b andp-anisaldehyde in step d gave Uie 
title compound as a yellow oil (18.3 mg). M-(LC/MS(ESD): 509.4; Nf^(LC/MS(ESI)): 
511.2. HPLC (Condition A), Rt: 6.22 min (HPLC purity: 76.1 %). 

Kvam ple 81: { {^-rrHndecvlairiinn->carbonvn b «nyvnr3-rtrifluoromethvnben?vl1amino}- 
(oxo'^acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aniinomefliyl)-ben2oic acid in step b and 3-(trifluoromethyl)benzaldehyde 
in step d gave the title compound as a yellow oil (19.4 mg). M-(LC/MS(ESI)): 547.2; 
M^(LC/MS(ESI)): 549.3. HPLC (Condition A), Rt: 6.58 min (HPLC purity: 91 %). 

p^«.m p1e 82: f { A-r(^n^^.«v1 aniino->catfaon v 11benzvn f r6-(trifluoromethvlV3-pyridinYl1- 
Tnethvnar ^itioVoxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-benzoic acid in step b and 6-(trifluoromethyl)pyridine-3- 
carboxaldehyde in step d gave the title compound as a pale yellow oil (33 mg). 
M-(LC/MS(ESI)): 548.3; Nr'(LC/MS(ESI)): 550.4. HPLC (Condition A), Rt: 6.03 min 
(HPLC purity: 83.5 %). 
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Kxam ple 83' A-frf(MAoxvcarbonvl^|3-r(dodecvla mmoWbonvl1benzvllainmoVmethYl1- 
hetiTtnc acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl>benzoic acid in step b and methyl 4-formylbenzoate in step 
d gave the title compound as a white soKd (33 mg). M-(LC/MS(ESI)): 523.8; 
M^CLOMSCESI)): 525.3. HPLC (Condition A), Rt: 5.45 min (HPLC purity: 92.6 %). 

Rxample 84: r^S-Ff dodecvlamino^carbonvllbenz vU (4-rhvdroxvroxido^amino1-benzvl|- 
amino')fnxo'>acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylanune in 
step a, Fmoc-(3-anmiomethyl)-benzoic acid in step b and 4-nitrobenzaldehyde in step d 
gave the title compound as an orange oil (28 mg). M'(LC/MS(ESI)): 524.2; 
M^(LC/MS(ESI)): 526.4. HPLC (Condition A), Rt: 6.14 min (HPLC purity: 64.5 %). 

TTvatTi ple RS: f l3-r(do Hp-nYlfliniTif> )carbonvnbegzvlU2-flu orobenzvDamino1foxo)acetic acid 
The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aniinomethyl)-benzoic acid in step b and 2-fluorobenzaldehyde in step d 
gave the title conq)ound as a yeUow solid (26 mg). M (LC/MS(ESI)): 497.3; 
]VI*(LC/MS(ES1)): 499.4. HPLC (Condition A), Rt: 6.19 min (HPLC purity: 78 %). 

P.xample86; ff3-rrdodecv1amino^carbonvnben2v Uf2-pvridinvfanethvnamino1(oxo)acetic 
acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-benzoic acid in step b and 2-pyridinecarboxaldehyde in step 
d gave the title compound as a brown oil (29 mg). M(LC/MS(ESS)): 480.3; 
]V1^(LC/MS(ESI)): 482.4. HPLC (Condition A), Rt: 4.67 min (HPLC purity: 89 %). 
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Kvani ple 87: rf3-rfdodecvlamino^carbonvl1benzvnf3-thienvl me&^^ 
acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-benzoic acid in step b and 3-thiophenecarboxaldehyde in 
step d gave the title compound as an orange oil (24 mg)- M"(LC/MS(ES]0): 485.2; 
M^(LC/MS(ESI)): 487.4. HPLC (Condition A), Rt: 6.13 min (HPLC purity: 64 %). 

Exam ple 88: ri3-r(dodecvlamino^carbonvnbenzvUr4-hvdrox vbenzvnaminolfoxo^acetic 
acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-benzoic acid in step b and 4-hydroxybenzaldehyde in step d 
gave the title compoxmd as an orange oil (29 mg). MXLC/MS(ESI)): 495.3; 
M'CLC/MSOESI)): 497.3. HPLC (Condition A), Rt: 5.55 min (HPLC purity: 81.1 %). 

Example 89: rf3-rfdodecvlamino^carbonvnbenzvlU4>phenoxvben zvnamino1foxo^acetic 
acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-benzoic acid in step b and 4-phenoxybenzaldehyde in step d 
gave flie title compound as a yellow oil (30 mg). M"(LC/MS(ESI)): 571.5; 
IVf (LC/MS(ESI)): 573.3. HPLC (Condition A), Rt: 6.68 min (HPLC purity: 77.3 %). 

Exam ple 90: riS-rfdodecvlamino^carbonvlTbe nzvl} {r6-ftrifluoromethvn-3- 
pyridin yl]methvUaminoVoxo'>acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-benzoic acid in step b and 6-(trifluoromethyl)pyridine-3- 
carboxaldehyde in step d gave the title compound as a pale yellow oil (32 mg). 
M^(LC/MS(ESI)): 550.5. HPLC (Condition A), Rt: 6.19 min (HPLC purity: 79.8 %). 
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Rxam ple 91: 3-r((carboxvcarbonvni3-r(dQ decYlarni no^carbonvl1be^^ 
benzoic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-benzoic acid in step b and 3-carboxybenzaldehyde in step d 
gave the title compound as a pale yellow oil (33 mg). M*(LC/MS(ESI)): 525.3 
HPLC (Condition A), Rt: 5.53 mm (HPLC purity: 76 %). 

Example 92: 5-rf(carboxvcarbonvn(3-ffdodecvlamino'>carbonvl'|benzvl>amino'>methvll-2" 

thiophenecarboxvlic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-benzoic acid in step b and 5-formyl-2-thiophenecarboxylic 
acid in step d gave the title compound as a pale yellow oil (31 mg). M'(LC/MS(ESI)): 
529.2; M^(LC/MS(BSr)): 531.2. HPLC (Condition A), Rt: 5.32 min (HPLC purity: 54 %). 

Example 93: fl4-rfdodecvlamino'>carbonyl]benzyll{4-pbLvdroxv(oxido^amino]benzvl}- 
aminoVoxo'^acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(4-aminomethyl)-benzoic acid in step b and 4-nitrobenzaldehyde in step d 
gave the title compound as a brown oil (28 mg). lS/r(LC/MS(EST)): 524.2; 
M^(LC/MS(ESI)): 526.3. HPLC (Condition A), Rt: 6 min (HPLC purity: 58.5 %). 

Fvam ple 94: (fl J>ben2Pdioxol-5-vlmethvlV4"ffdodecvlamino^carbonvl1-benzvl}aminoV 
foxo'tacetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(4-aminomethyl)-benzoic acid in step b and piperonal in step d gave the title 
compound as an orange oil (27 mg). M"(LC/MS(ESI)): 523.2; M^(LOMS(ESI)): 526.4 
HPLC (Condition A), Rt: 6.08 min (HPLC purity: 59.8 %). 
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PvRni ple 95: r{A.rModecvlaipiiin^ail3onvlT b enzvlU2-fluorobenzvnammo1foxo)acetic acid 
The same procedure as employed in the preparation of Example 50 usmg dodecylamine in 
step a, Fmoc-(4-aminomelhyl)-benzoic acid in step b and 2-fluorobenzaldehyde in step d 
gave the title compound as a yellow solid (30 mg). M-(LC/MS(ESI)): 497.3; 
M^(LC/MS(ESI)): 499.5. HPLC (Condition A), Rt: 6.2 min (HPLC purity: 79.1 %). 

Kvamr>le 96: [{4-frdodecvlaniiiin^caTbonvl 1 benrvnr4-Dhenoxvbenzvmmino1(oxo)acetic 
acid 

The same procedure as employed in the preparation of Example 50 usmg dodecylamme in 
step a, Fmoc-(4-aminomethyl)-benzoic acid in step b and 4-phenoxybenzaldehyde in step d 
gave the title compound as a pale yellow oil (28 mg). M-(LC/MS(ESI)): 571.2; 
M^(LCMS(ESI)): 573.4. HPLC (Condition A), Rt: 6.67 min (HPLC purity: 64.5 %). 

P.vflm p1e97- 4-[rfcarboxyrarbnnvn^ 4 -r<'dodecvlamiTio^carbonvl1benzvUaminoVmethyn- 
benzoic acid 

The same procedure as employed in the preparation of Example 50 usmg dodecylamine m 
step a, Fmoc-(4-aminomethyl)-benzoic acid in step b and methyl 4-formylbenzoate in step 
d gave the title compound as a white sohd (28 mg). M-(LC/MS(ESI)): 523.2; 
M+(LC/MS(ESI)): 525.2. HPLC (Condition A), Rt: 5.49 min (HPLC purity: 62.9 %). 

pTcam ple 98; ^-rrrcarboxvcar^f^ivUf 4-rfd ^H^.n Ylatninn->carbonvl1benzvn amino)methvl1-2- 
tbiophenecarboxvlic acid 

The same procedure as employed m the preparation of Example 50 using dodecylamme in 
step a, Fmoc-(4-aminomethyl)-benzoic acid in step b and 5-formyl-2-thiophenecarboxylic 
acid in step d gave the title compound as a pale yellow oil (28 mg).M"(LC/MS(ESI)): 
529.2; (LC/MS(ESI)): 531.7. HPLC (Condition A), Rt: 5.37 min (HPLC purity: 58 %). 
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F^am pleQQ: r{^-rrdodecvlain^«o^carbonvl1 hmzvnf2-thienvlmeihvnamino1(oxo)acetic 
acid 

The same procedure as employed in the preparation of Example 50 using dodecjdamine in 
step a, Fmoc-(3-aniinomethyl)-benzoic acid in step b and 2-thiophenecaiboxaldehyde in 
step d gave the title compound as a colorless oil (6.8 mg). M-(LCyMS(ESI)): 485.4; 
I^(LCMS(ESI)): 487.3. HPLC (Condition A), Rt: 6.1 1 min (HPLC purity: 97.6 %). 

F.vam ple lOQr f ^4-r('dode»'v1amino^ca r honvnbenzvl}( ^°"P"^ pYl> Tnin" 1foxo^acetic acid 
The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, 4-chloromethylbenzoyl chloride in step b and isopropylamine in step d gave the title 
compound as a pale yellow oU (21 mg). M-(LC/MS(ESI)): 43 1.3; ]Vr(LC/MS(BSI)): 433.3 
HPLC (Condition A), Rt: 4.12 min (HPLC purity: 85.5 %). 

Tf:ynni p1e 101 : r<"3.S-dicb1orobenzvni4-rrdodecvlamino')carbon vl1benzvnaminoVoxo)acetic 



The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, 4-chloromethylbenzoyl chloride in step b and 3,5-dichlorobenzylamine in step d 
gave the title compound as a pale yellow oil (24 mg). M-(LC/MS(ESI)): 547.2; 
M'O-C/MSOESI)): 551.1. HPLC (Condition A), Rt: 6.61 min (HPLC purity: 82 %). 

RTcatimle 102- ff^ 5-dichlomhenzvl¥4-irr 3.3-diphenvlpropvnamino1carbonvl|- 
^«ny y1)aniiiin1foxo'>a cetic acid 

The same procedure as employed in the preparation of Example 50 using 3,3- 
diphenylpropylamine in step a, 4-chloromethylbenzoyl chloride in step b and 3,5- 
dichlorobenzylaniine in step d gave the title conqjound as a pale yellow oil (22 mg). M" 
(LC/MS(ESI)): 573.0; M^(LC/MS(ESI)): 575.0. HPLC (Condition A), Rt: 5.13 min (HPLC 
purity: 81.2 %). 
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Fvfltn ple 1 03 : r<'4-irr2-ri ,1 '-hiphenvn-4-vlethvnaro ino1carbonvUbenzvn(3.5- 
dichlorobenzvl')ainino'}foxo^cetic acid 

The same procedure as employed in tihie preparation of Example 50 using 2-(4- 
biphenyl)ethylamine in step a, 4-cliloromethylbenzoyl chloride in step b and 3,5- 
dichlorobenzylamine in step d gave the title compomid as a pale yellow oil (21 mg). M" 
(LC/MS(ESI)): 559.6. HPLC (Condition A), Rt: 5.06 rain (HPLC purity: 79.7 %). 

Kxam ple 104: fri .3-benzodioxol-5-vlmethvlV4-irf2 -ri.l'-biphenvn-4-vlethv]>amino1- 

carbonvUbenzvDamiaolfoxo'^acetic acid 

The same procedure as employed in the preparation of Example 50 using 2-(4-biphenyl)- 
ethylamine in step a, 4-chloromethylbenzoyl chloride in step b and piperonylamine in step 
d gave the title compound as a pale yellow oil (23 mg). M"(LC/MS(ESI)): 535. 1; 
M^(LC/MS(ESI)): 537.0. HPLC (Condition A), Rt: 4.46 min (HPLC purity: 79.1 %). 

Exam ple lO^- (7 3-Hilivdro-lH-inden-l-vU4-rfdodecvlam ino'>carbonvnbenzvn-aminoV 
(oxo'iiicetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, 4-chloromefliylbenzoyl chloride in step h and 1-aminoindane in step d gave the title 
compound as a pale yellow oil (23 mg). M-(LC/MS(ESI)): 505.2; M*(LC/MS(ESI)): 507.7 
HPLC (Condition A), Rt: 6.28 min (HPLC purity: 67.9 %). 

Fvam ple 106: f2.3-dihvdro-lH-inden-l -vir4-(ir2-(4-phenoxvDhenvne1favnamino>- 
carbonynbenzvllaminolfoxo'tacetic acid 

The same procedure as employed in the preparation of Example 50 usmg 4-phenoxy- 
phenethylamine in step a, 4-chloiomethylbeiizoyl chloride in stq) b and 1-aminoindane in 
st^ d gave the title compound as a pale yellow oil (21 mg). M"(LC/MS(ES]Q): 533.3; 
M^CLC/MS(ESI)): 535.0. HPLC (Condition A), Rt: 4.67 min (HPLC purity: 67.3 %). 
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Kvam ple 107: rf4>rrdodecvlamino^carbonvl1benzvn(4-Dvridinvlmet ^^^ 
acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(4-aminometiiyl)-benzoic acid in step b and 4-pyridinecarboxaldehyde in step 
5 d gave a cmde product which was purified by reverse phase HPLC chromatography 
(Condition C) affording the title compound as a white solid (5 mg). M"(LC/MS(ESI)): 
480,3; M^(LC/MS(ESI)): 4823. HPLC (Condition A), Rt: 4.35 min (HPLC purity: 93.7 
%). 

10 Example 108: fr4-fdimethvlamino)benzvl1l4-rmodecvlamin o^ca3±K)nvl1benzvnanunoV 
foxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(4-aminomethyl)-benzoic acid in step b and 4-dimethylaminobenzaldehyde in 
step d gave a crude product which was purified by reverse phase HPLC chromatography 
15 (Condition C) affording the title compound as a brown oil (2 mg). ]Vr(LC/MS(ESI)): 522.3; 
M'CLC/MSCESI)): 524.6. HPLC (Condition A), Rt: 4.57 min (HPLC purity: 80.5 %). 

Fvam ple 109: ri4-[rdodecvlamino^carbonvl1benzvlU3-pvridinv lmethvnamino1(oxo^acetic 
acid 

20 The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(4-aminomethyl)-benzoic acid in step b and 3-pyridinecarboxaldehyde in step 
d gave a crade product which was purified by reverse phase HPLC chromatography 
(Condition C) affording the title compound as a white solid (6 mg). NTOLC/MSOESI)): 
480.3; M**(LC/MS(ESI)): 482.5. HPLC (Condition A), Rt: 4.41 min (HPLC purity: 86.8 

25 %). 



Fxam ple 110: f(4-cvanobenzvlU4-rfdodecvlamino'>caibonvl1benzvUaminoVo xo^acetic 
acid 
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The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(4-aminomefhyl)-benzoic acid in step b and 4-cyanobenzaldehyde in step d 
gave a cmde product which was purified by reverse phase HPLC chromatography 
(Condition C) aflfordmg flie title compound as a yellow oil (6 mg). M"(LC/MS(ESr)): 504.4; 
M^CLC/MSCESI)): 506.2. HPLC (Condition A), Rt: 5.85 min (HPLC purity; 87.3 %). 

Example 111: ri4-rfdodecvlamino^carbonvl1benzvlU1.3-tMazol>2-vlm ethvnammo1fo^ 
acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
st^ a, Fmoc-(4-aminomethyl)-benzoic acid in step b and 2-formylthiazole in step d gave a 
crude product which was purified by reverse phase HPLC chromatography (Condition C) 
affording the title compound as a yellow oil (4 mg). M"(APCI): 486.2; ]Vf*"(APCI): 488.2 
HPLC (Condition A), Rt: 5.48 min (HPLC purity: 85.4 %). 

Kxam ple 1 12: f l4-rrdodecvlamino1carbonvnbenzvl> {|'2-f4>morpholinvlVl,3-fliiazol-5- 
yllmethyUaminoVoxo'^acetic acid 

The same procediure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(4-aminomethyl)-benzoic acid in step b and 2-morpholino-1^3-thiazole-5- 
carbaldehyde in step d gave a crude product which was purified by reverse phase HPLC 
chromatography (Condition C) affording the title compound as an orange oil (5 mg). 
(LC/MS(ESI)): 57L3; ]Vr'(LC/MS(ESI)): 573.4. HPLC (Condition A), Rt: 4.62 min (HPLC 
purity: 97.7 %). 

Kvam ple 113: rf3-rfdodecvlamino^carbonvl1benzvllf4-pvridinvlmethvnaminolfoxo^aceti^ 
acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-benzoic acid in step b and 4-pyridinecarboxaldehyde in step 
d gave a cmde product which was purified by reverse phase HPLC chromatography 



y/O 03/064376 



PCT/EP03/00808 



-104- 

(Condition C) afifoiding the title compound as an orange oil (5 mg). NTCLC/MSCESI)): 
480.5; M*'(LC/MS(ESI)): 482.3. HPLC (Condition A), Rt 4.34 min (HPLC purity. 89.7 
%). 

Example 114: S-rrdodf ^- Vftwinntcarbonvnbenzvn f3-pvrid invlmethvnamino1foxo^acetic 
acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-beiizoic acid in step b and 3-pyridinecarboxaldehyde in st^ 
d gave a crude product which was purified by reverse phase HPLC chromatography 
(Condition C) affording the title compound as a yellow oil (7 mg). M'(LC/MS(ESI)): 480.4; 
I^(LC/MS(ESI)): 482.3. HPLC (Condition A), Rt: 4.36 min (HPLC purity: 89.7 %). 

Rvam ple 115: ri3-rfdodecvlamino'>carbonvnben2vn(3-h vdroxvbenzvnamino1foxo')acetic 
acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-benzoic acid in step b and 3-hydroxybenzaldehyde in step d 
gave a cmde product which was purified by reverse phase HPLC chromatography 
(Condition C) afibrding the title compound as a yellow oil (4 mg). M"(LC/MS(ESI)): 495.4; 
Nf^(LaMS(ESr)): 497.3. HPLC (Condition A), Rt: 5.58 min (HPLC purity: 82.5 %). 

Kvam ple 116: ff4-cvanobenzvlM3-Kdodecvlar iinnWrhQnvl1benzvUai^ 
acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-ammomethyl)-benzoic acid in step b and 4-cyanobenzaldehyde in step d 
gave a crade product which was purified by reverse phase HPLC chromatography 
(Condition C) affording the title compound as an orange oil (5 mg). M"(LC/MS(ESI)): 
5043; M^(LC/MS(ESr)): 506.3. HPLC (Condition A), Rt: 5.86 min (HPLC purity: 97.5 
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Pvam ple 117: rf3-rfdodecvlamino^caTbonvl1benzvl}fl3-tfaia zol>-2-vlm^ 
(oxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-benzoic acid in step b and 2-formylthiazole in step d gave a 
crude product which was purified by reverse phase HPLC chromatography (Condition C) 
affording the title compound as a red oil (4 mg). M"(LC/MS(ESI)): 486; 1^(LC/MS(ESI)): 
488.5. HPLC (Condition A), Rt: 5.49 min (HPLC purity: 68.3 %). 

Example 118: m-rrdodecvlaminQ^carbonvnbenzvlHr2-f4-morDhol invlVL3-thiazol-5- 
vllmethvU amino Voxo'^acetic acid 

The same procedure as employed in die preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-benzoic acid in step b and 2-morpholino-l,3-thiazole-5- 
carbaldehyde in step d gave a crude product which was purified by reverse phase HPLC 
chromatography (Condition C) affording the title compoxmd as an orange oil (4 mg). M" 
(LC/MS(ESI)): 571.4; M^(LC/MS(ESI)): 573.0, HPLC (Condition A), Rt: 4.59 min (HPLC 
purity: 96.3 %). 

Example 119: ff 13-benzodioxol-5-vlmethvni3-r(dodecvlamino^carbonvl1benzvUaminoV 
foxo'^acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(3-aminomethyl)-beiizoic acid in step b and piperonal in step d gave a crude 
product which was purified by reverse phase HPLC chromatography (Condition C) 
affording the title compound as a white solid (6.3 mg). M"(LC/MS(BSr)): 523.3; 
M^(LC/MS(ESI)): 525.4. HPLC (Condition A), Rt: 6.07 mm (HPLC purity: 97.4 %). 

Kvam ple 120: ri4-rfdodecvlariiino^carbonvllbenzvlK2-thienvlmetfav»aminolfoxo^acetic 
acid 
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The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(4-aminomethyl)-benzoic acid in step b and 2-thiophenecarboxaldehyde in 
step d gave a crude product which was purified by reverse phase HPLC chromatography 
(Condition C) affording the title compound as a white powder (2.4 mg). M"(LC/MS^SI)): 
485.2; M^(LC/MS(ESI)): 487.4. HPLC (Condition A), Rt: 5.9 min (HPLC purity: 90.4 %). 

Example 121: r(4-r(dodecvlamino'>carbonvl1benzvlU2-pvridinvlmethvDamino1(oxo)acetic 
acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(4-aminomethyl)-benzoic acid in step b and 2-pyridinecarboxaldehyde in step 
d gave a crude product which was purified by reverse phase HPLC chromatography 
(Condition C) affording the title compound as a white powder (5.0 mg). M'(LC/MS(ESI)): 
480.5; M^(LC/MS(ESI)): 482.4. HPLC (Condition A), Rt: 4.66 min (HPLC purity: 96.3 
%). 

Example 122: ri4-r(dQdecvlamino^carbonvl1benzvUf3-thienvlmethvnamino1foxo^acetic 
acid 

The same procedure as employed in tiie preparation of Example 50 using dodecylamine in 
step a, Fmoc-(4-aminomefhyl)-benzoic acid in step b and 3-thiophenecarboxaldehyde in 
step d gave a crude product which was purified by reverse phase HPLC chromatography 
(Condition C) affording the title compound as a white powder (2.6 mg). M'(LC/MS(ESI)): 
485.4; M^(LC/MS(ESI)): 487.4. HPLC (Condition A), Rt: 5.9 min (HPLC purity: 95 %). 

Kvam ple 123: r(4-rrdodecvlamino^carbonvl'|benzvlU4>hvdroxvbenzvnamino1foxo^acetic 
acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(4-aminomethyl)-benzoic acid in step b and 4-hydroxybenzaldehyde in step d 
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gave a crade product which was purified by reverse phase HPLC chromatography 
(Condition C) affording the title compound as a white powder (3.3 mg). M"(LC/MS(ESI)): 
495.4; M^(LC/MS(ESI)): 497.3. HPLC (Condition A), Rt: 5.47 min (HPLC purity: 95.3 
%). 

Example 124: 3-rffcarboxvcarbonvnf4-rfdodecvlamino^carbonvl1benz v»amino^-nietfavlV 
benzoic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, Fmoc-(4-aminomethyl)-benzoic acid in step b and 3-carboxybenzaldehyde in step d 
gave a crade product which was purified by reverse phase HPLC chromatography 
(Condition C) affording the title compound as a colorless oil (5.7 mg). M'(LC/MS(ESI)): 
523.2; M'OjC/MS(EST)): 525 A. HPLC (Condition A), Rt: 5.43 min (HPLC purity: 95.5 
%). 

Ry am ple 1 25 : FbenzyK I S-Ff dodecvlamino^sulfonvl%2-thienvU methyHaminoKoxo^acetic 
acid 

Step a) Formation of the resin-bound amines of formula (D) (See Scheme 5), e.g, the resin- 
bound dodecylamine 

The same procedure as employed in the preparation of Example 28, step a, gave the title 
compotmd which was used directly in the next step. 

Step b) Formation of the resin-bound protected amines of formula (VII- 1) (See Scheme 5, 
Method L), e.g. the resin-bound 5-f(l,3-dioxO'l, 3-dihydro-2H-isoindol-2-yl)methyIJ-N- 
dodecyl-thiophene-l-sulfonamide 

The resm-bound dodecylamine (described in step a, 0.0426 mmol) was swelled in DCM 
(1.0 mL) for 15 min at rt. DIEA (33 mg, 0.256 mmol) and 5-[(l,3-dioxo-l,3-dihydro-2H- 
isoindol-2-yl)methyl]thiophene-2-sulfonyl chloride (44 mg, 0.128 mmol) were added and 
the resulting reaction mixture was was shaken 14 h at rt. The resin was washed 
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successively withNMP (Ix 15 min), MeOH (Ix 15 min), THF (Ix 15 min), MeOH (3x 10 
min), DMF (3x 10 min), MeOH (Ix 5 min), THF (3x 10 min), MeOH (Ix 5 min), DCM (3x 
10 min) and with EtaO (Ix 10 min). The resin was then dried under vacuum to afford the 
title compound which was used directly in the next step. 

Step c) Phtalimide'deprotection of the resin-bound protected amines of formula (VH-l) 
(See Scheme 5); e.g formation of the resin-bound 5-(aminomethyl)"N'dodecylthiophene-2' 
sulfonamide 

The resin-bound 5-[(l,3-dioxo-l,3-dihydro-2H-isoindol-2-yl)methyl]-N-4odecyl&^^ 
2-sulfonamide (described in step b, 0.0426 mmol) was treated with a 60 % solution (v/v) 
hydrazine monohydrate in DMF (1.15 mL) and shaken 14 h at rt.The resin was washed 
successively with DMF (Ix 15 min), MeOH (Ix 15 min), MeOH (3x 10 min), DMF (3x 10 
min), MeOH (Ix 5 min), THF (3x 10 min), MeOH (Ix 5 min), DCM (3x 10 min) and with 
EtiO (Ix 10 min). The resin was then dried imder vacuirai to afiford the title compound 
which was used directly in the next step. 

Step d) Formation of the resin-bound secondary amines of formula (III-l) (See Scheme J, 
Method L), e.g. the resin-bound 5-[(benzylamino)methylJ-N-dodecylthiophene'2'Sulfon- 

amide 

The same procedure as employed in the preparation of Example 50, step d, using 
benzaldehyde and the resin-bound 5-(aminomethyl)-N-dodecylthiophene-2-sulfonamide 
(described in step c, 0.0426 mmol) gave the title compound which was used directly in the 
next step. 

Step e) Formation of the resin-bound oxamic ester of formula (l-l) (See Scheme 1), e.g . 
resin-bound ethyl lbenzyl({5-[(dodecylamino)sulforQ^l]thien-2-yl}methyl)am 
(oxo)acetate 
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The same procedure as employed in the preparation of Example 28, step d, but using the 
resin-bound 5-[(benzylamino)methyl]-N-dodecylthiophene-2-sulfonamide (described in 
step d, 0.0426 mmol) gave the title compound which was used directly in the next step. 

St^J) Formation of the resin-bound oxamic acid of formula (I-l) (See Scheme 1). e.g . 
resin-bound [ben2yl({5-[(dodecylamino)mlfonyl]-2-thienyl}methyl)amino](^^ 
The same procedure as employed in the preparation of Example 28, step e, but using the 
resin-bound ethyl [benzyl({5-[(dodecylamino)sulfonyl]tiiien-2-yl}metiiyl)amino](oxo)- 
acetate (described in step e, 0.0426 mmol) gave the titie compound which was used dkectly 
in the next step. 

Step g) Cleavage of the resin-bound oxamic add of formula (I-l); formation of the oxamic 
acid of formula (I) (See Scheme 1). e.g . [benzyl({5-[(dodecylamino)sulfonyl]-2-thienyl}- 
methyl)amino] (oxo)acetic acid 

The same procedure as employed in the preparation of Example 28, step f, but using the 
resin-bound [benzyl({5-[(dodecylamino)sulfonyl]-2-thienyl}methyl)amino](oxo)acetic acid 

(described in step f, 0.0426 mmol) gave the title compound as a white gum (20 mg). M" 
(LC/MS(ESI)): 521.2; M^(LC/MS(ESI)): 523.0. HPLC (Condition A), Rt: 6.17 min (HPLC 
purity. 86.2 %). 

T?:vam plel26r ^.vr.1n pentvlfl ^-r('^"'^'''^v1«"^itinWlfonvn-2-tiuenvnmefllvl)a^ 
(oxo'tacetic acid 

Step a) Formation of the resin-bound 5-[(cyclopentylamino)methyl]-N-dodecylthiophene-2- 
sidfonamide 

The resin-bound 5-(aminomethyl)-N-dodecylthiophene-2-sulfonamide (Example 125, step 
c, 0.23 mmol) was swelled in a 1 % HAc in DMF mixture for 15 min at rt 
Cyclopentanone (97 mg, 1.15 mmol) and sodium cyanoborohydride (144 mg, 2.3 mmol) 
were then added and the reaction mixture shaken 14 h at rt The resin was washed 
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successively with DMF (Ix 15 min), MeOH (Ix 15 min), THF (Ix 15 min), MeOH (3x 10 
min), DMF (3x 10 min), MeOH (Ix 5 min), THF (3x 10 min), MeOH (Ix 5 min), DCM (3x 
10 min) and with EtaO (Ix 10 min). The resin was then dried under vacuum to afford the 
title compound which was used directiy in the next step. 

Step b) Formation of the resin-bound ethyl [cyclopentyl({5-[(dodecylamino)sulfonyl]thien' 
2'yl}methyl)amino](oxo)acetate 

The same procedure as employed in the preparation of Example 28, step d but using resin- 
bound 5.[(cyclopentylamino)methyl]-N-dodecylthiophene-2-sulfonamide gave the title 
compound which was used directly in the next step. 

Step c) Cleavage of the resin bound ethyl [cyclopentyl({5-[(dodecylamino)sulfonyl]thien'2- 
yl}methyl)amino](oxo)acetate; formation of the ethyl [cyclopentyl({5- 
[(dodecylamino)sulfonyl]thien'2-yl}methyl)amino](oxo)acetate 

The same procedure as employed in the preparation of Example 28, step f but using resin- 
bound ethyl [cyclopentyl({5-[(dodecylamino)sulfonyl]thien-2- 
yl}methyl)amino](oxo)acetate gave a yellow oil. This crude product was purified by 
colunrn chromafography over silica gel to give the title compoxmd (11 mg, 10 %). M" 
(LC/MS(ES1)): 527.2; M^(LC/MS(ESI)): 529.4. HPLC (Condition A), Rt: 6.94 min (HPLC 
purity: 91.0%). 

Step d) Formation of[cyclopentyl({5'f(dodecylamino)sulfonylJ-2'thienyl}methy 
(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1, step e but using ethyl 
[cyclopentyl({5-[(dodecylamino)sulfonyl]thien-2-yl}methyl)amino](oxo)aceta^ gave the 
title compound as a colorless foam (96 %). ^H NMR (CD3OD, 300 MHz) 5 7.25 (m, IH), 
7.0 (m, IH), 4.64 (s, IH), 4.30 (m, IH), 2.76 (t, 2H, J=7.3Hz), 1.81 (m, 2H), 1.79-1.41 (m. 
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8H), L29 (m, 19H), 0.91 (t, 3H, J=6.8 Hz). M-(LC/MS(ESI)): 499.2; M^-CLC/MSCESI)): 
501.2. HPLC (Condition A), Rt: 6.09 min (HPLC purity: 78.7 %). 

Kvam ple 127: ff /5-rfdodecvlamino^sulfonvn-2-tMenvUmeth vlH3-rhvdro 
aminolbeDzvU amino Voxo'tac etic acid 

The same procedure as employed in the preparation of Example 125 using dodecylamine in 
step a and 3-nitrobenzaldehyde in step d gave the title compound as an orange oil (29 mg). 
M*(LC/MS(ESI)): 566.3; M^(LC/MS(ESI)): 568.2. HPLC (Condition A), Rt: 6.23 min 
(HPLC purity: 61.7 %). 

Exam ple 128: Tf IS-rfdodecvlamino^sulfonvlV2-thienvnmethvnf4--meth oxvbenzvnamino1- 
(oxo'^acetic acid 

The same procedure as employed in the preparation of Example 125 using dodecylamine in 
step a and p-anisaldehyde in step d gave the title compound as a yellow oil (27 mg). M* 
(LC/MS(ESI)): 551.2; ]Vr(LC/MS(ESI)): 553.4. HPLC (Condition A), Rt: 6.26 min (HPLC 
purity: 73.3 %). 

Example 129: ff l5-rfdodecvlaminQ^siilfonvll-2-thienvnm ethvlV2>fluorobenzvnamino1- 
(oxo'tacetic acid 

The same procedure as employed in the preparation of Example 125 using dodecylamine in 
step a and 2-fluorobenzaldehyde in st^ d gave the title compound as a yellow solid (28 
mg). M'(LC/MS(ESI)): 539.1; M^O^C/MSGBSI)): 541.2. HPLC (Condition A), Rt: 6.33 min 
(HPLC purity: 70%). 

Exam ple 130: {f (54fdodecvlamino^sulfonvl1-2- thienvnmethvl¥4-fmethvlsulfonvlV 
benzvllaminolfoxola cetic acid 

The same procedure as employed in the preparation of Example 125 using dodecylamine in 
step a and 4-(me1hylsulfonyl)benzaldehyde in step d gave the title compound as a yellow 
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oil (36 mg). Nr(LC/MS(ESI)): 599.2; M^(LC/MS(ESI)): 601.3. HPLC (Condition A), Rt: 
5.81 min (HPLC purity: 69.4 %). 

Example 131: rfl5-rfdodecvlanMno^sulfonvl1>2-thienvUniethvl¥4-phenoxvbe^ 
foxo^acetic acid 

The same procedure as employed in the preparation of Example 125 using dodecylamine in 
step a and 4-phenoxybenzaldehyde in step d gave tiie title compound as a yellow oil (33 
mg). IVrOLC/MSOESI)): 613.2; ]Vr*"(LC/MS(ESI)): 615.0. HPLC (Condition A), Rt: 6.78 min 
(HPLC purity: 68.5 %). 

Example 1 32: 4- (r(carboxvcarbonviy 15-f f dodecvlamino)sulfonvn-2"thienvl)methvlV 
aminolmethvU benzoic acid 

The same procedure as employed in the preparation of Example 125 using dodecylamine in 
step a and methyl 4-fonnylbenzoate in step d gave the title compoxmd as a yellow oil (5 
mg). M(LC/MS(ESI)): 565.3; Nf(LC/MS(ESI)): 567.3. HPLC (Condition A), Rt: 5.43 min 
(HPLC purity: 99.9 %). 

Example 133: (( l5"|'rdodecvlamino>sulfonvll-2-thienvl}methvnif6-ftrifluoromethvlV3- 
pvridinvllmethvUaminoVoxo^acetic acid 

The same procedure as employed in the preparation of Example 125 using dodecylamine in 
step a and 6-(trifluoromethyl)pyridine-3-carboxaldehyde in step d gave the title compound 
as an orange oil (30 mg). M"(LC/MS(ESI)): 590.3; I^(LC/MS(ESI)): 592.2. HPLC 
(Condition A), Rt: 6.25 min (HPLC purity: 61.7 %). 

Example 134: {( {5-^fdodecvlamino^s^lfonvlV2"fllienyl}methvl^^3-ftrifluoromethvlV 
benzvnaminoUoxo'^acetic acid 

The same procedure as employed in the preparation of Example 125 using dodecylamine in 
step a and 3-(trifluoromethyl)benzaldehyde in step d gave Ae title compound as a yellow 
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oil (19 mg). ]Vr(LC/MS(ESI)): 589.3; M^(LC/MS(ESI)): 591.3. HPLC (Condition A), Rt: 
6.43 min (HPLC purity: 81.5 %). 

Kvam ple 135: rr3-chlorobenzvlVfS-rfdodecvlaminoWlfonvl 1-2-thienvnmefe^^ 
f oxoWetic acid 

The same procedure as enqployed in the preparation of Example 125 using dodecylamine in 
step a and 3-chlorobenzaldehyde in step d gave the title compound as a yellow oil (21 mg). 
M"(LC/MS(ESI)): 556; N3r*^(LC/MS(ESI)): 558. HPLC (Condition A), Rt: 6.32 min (HPLC 
purity: 81.9%). 

KxatTi ple 1 36: ([(S-lff 33-diphenvlpropvnaminolsulfonvn-2-thienvnmethvlir3-ftrifluoro^ 
methvnbenzvllamihoUoxo^acetic acid 

The same procedure as employed in the preparation of Example 125 using 3,3-diphenyl- 
propylamine in step a and 3-(trifluoromethyl)benzaldehyde in step d gave the title 
compound as a yellow oil (17 mg). M (LC/MS(ESI)): 615.3; M^(LC/MS(ESI)): 61.7.3. 
HPLC (Condition A), Rt: 5.12 min (HPLC purity: 75.7 %). 

Example 137: lf3-cMorobenzvnrf5-irf33-diphenvlpropvnamino1sulfo nvn-2-thienvn- 
methvnamino>(oxo'>acetic ac id 

The same procedure as employed in the preparation of Example 125 using 3,3-diphenyl- 
propylamine in step a and 3-chlorobenzaldehyde in step d gave the title compoxmd as a 
yellow oil (15 mg). M"(LC/MS(ESI)): 582.5; M^(LC/MS(ESI)): 585.1. HPLC (Condition 
A), Rt: 5,01 min (HPLC purity: 72.1 %). 

Example 138: oxonr5-f /r2>f4-phenQxvphenvnethvl1aminolsulfonvlV2-tfaienvnme 
(trifluoromethvnbenzvllanMno} acetic acid 

The same procedure as employed in the preparation of Example 125 using 4- 
phenoxyphenethylamine in step a and 3-(trifluoromethyl)benzaldehyde in step d gave the 
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title compound as a yellow oil (22 mg). M"(LC/MS(ESI)): 617.0; M^(LC/MS(ESr)): 619.0. 
HPLC (Condition A), Rt: 5.15 min (HPLC purity: 77.1 %). 

Ryam ple 139: (G-cMorobenzvnir5-rir2-f4-phenoxvDhenvl^ethvl1aminolsulfon 
thienvllmethvUamino'^foxo^acetic acid 

The same procedure as employed in the preparation of Example 125 using 4-phenoxy- 
phenethylamine in step a and 3-chlorobenzaldehyde in step d gave the title compound as a 
yellow oil (20 mg). M"(LC/MS(ESI)): 584; M^(LC/MS(ESI)): 586. HPLC (Condition A). 
Rt: 5.0 min ^LC purity: 79 %). 

Example 140: ir(5-irf24Kr-biphenvl1-4-vlethvnamino1sulfonvll-2-thienvn^^ 
(trifluoromethvDbenzvl'laminoKoxo'^acetic acid 

The same procedure as employed in the preparation of Example 125 using 2-(4-biphenyl)- 
ethylamine in step a and 3-(trifluoromethyl)benzaldehyde in step d gave the title compound 
as a yellow oil (20 mg). M'(LC/MS(ESI)): 601.2; M^(LC/MS(ESI)): 603.0. HPLC 
(Condition A), Rt: 5.13 min (HPLC purity: 7L4 %). 

Example 141: f(ll-rrcvclohexvlamino)carbonvn-4-piperidinvUmethvn{4-ffdodecvl- 
amino^carbonvllbenzvl) amino¥oxo')acetic acid 

Step a) Formation oftert-butyI4'f({4-f(benzyIoxy)carbonyIJben2yl}amin^ 
piperidine-l'Carboxylate 

The same procedure as employed in the preparation of Example 1, step a but using 4- 
(aminomethyl)-l-Boc-piperidine gave the title compound as a white solid (8.045 g, 63 %). 
^HNMR (CDCI3, 300 MHz) 8 8.02 (d, 2H, J=8.3 Hz), 7.45-7.30 (m, 7H), 5.35 (s, 2H), 4.10 
(m, 2H), 3.83 (s, 2H), 2.67 (t, 2H, J=12.3 Hz), 2.48 (d, 2H, J=6.5 Hz), 1.70 (d, 2H, J=13.4 
Hz), 1.59 (m, IH), 1.43 (s, 9H), 1.16-1.02 (m, 2H). M^(LC/MS (ESI)): 439.6. HPLC 
(Condition A), Rt: 3.66 min CHPLC purity: 91.9 %). 
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Step b) Formation oftert-butyl4'({{4-[(benzyloxy)carbonyl]benzyl}[ethoxy(oxo)ac^^^ 
amino}methyl)piperidine-l-carboxylate 

The same procedure as employed in Ihe preparation of Example 1, step b but using tert- 
butyl 4.[({4-[(benzyloxy)caibonyl]benzyl}amino)methyl]piperidine-l-carboxylate gave the 
title compound as a yellow foam (8.50 g, 87 %). NMR (CDCI3, 300 MHz) 8 8.05 (m, 
2H), 7.46-7.29 (m, 7H), 5.35 (br s, 2H), 4.67 (s. IH), 4.52 (s. IH). 4.39-4.25 (m. 2H), 4.10 
(m, 2H), 3.08 (d. IH, J=7.1 Hz), 2.61 (m, 2H), 1.90-1.65 (m. IH), 1.57 (m, 2H), 1.43 (s, 
9H), 1.36 (t, 2H, J=7.1 Hz), 1.20-1.02 (m, 2H). M-(LCyMS (ESI)): 537.8; M*(LC/MS 
CBSI)): 539.5. HPLC (Condition A). Rt: 5.68 min (EffLC purity. 98.4 %). 

Step c) DeprotecHon oftert-butyl 4-({{4-[(benzyloxy)carbonyl]benzyl}-[ethoxy(oxo)- 
acetyl]amino}methyl)piperidine-l-carboxylate: formation of 4-({{[l-(tert-buto^ 
carbonyl)piperidin-4-yl] methyl) [ethoj(y(oxo)acetyl]-amino}methyl)benzoic acid 
The same procedure as employed in the preparation of Example 1, step c but using tert- 
butyl 4-({ {4-[(benzyloxy)carbonyl]benzyl} [ethoxy(oxo)acetyl] amino} methyl)piperidine- 
1-carboxylate gave the title compound as a white foam (6.80 g, 96 %). H NMR (CDCI3, 
300 MHz) 6 8.10 (m, 2H). 7.37 (m, 2H), 4.70 (s, IH), 4.55 (s, IH), 4.40-4.20 (m, 2H), 4.09 
(m, 2H). 3.40-3.10 (m, 2H), 3.62 (m, 2H), 1.90-1.68 (m, IH), 1.59 (m, 2H), 1.43 (s, 9H), 
1.30-1.00 (m, 5H). M'(APCI): 447.0. HPLC (Condition A), Rt: 4.31 min (HPLC purity: 
98.4%). 

Step d) Formation of4-{[[ethoxy(oxo)acetyl](piperidin-4-ylmethyl)amino]methyl} benzoic 
acid 

To a solution of 4-({{[l-(tert-butoxycarbonyl)piperidin-4-yl]methyl}[ethoxy(oxo)acetyl]- 
anuno}methyl)benzoic acid (5.80 g. 12.93 mmol) in DCM (150 mL) was added TFA (9.90 
mL) and the resulting reaction mixture was stirred at rt for 3 h, evaporated under vacuum to 
give the title compound as a pink oil (7.93 g, 99.9 %). 'H NMR (DMSO-de, 300 MHz) 5 
8.7 (m, IH), 8.39 (m, IH), 7.96 (d, IH, J=8.3 Hz), 7.94 (d, IH, J=8.3 Hz). 7,39 (d, IH. 
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J=8.3 Hz), 7.37 (d, IH. J=8.3 Hz), 4.64 (s, IH), 4.58 (s, IH), 4.33 (q, 0.9H, J=7.2 Hz), 4.23 
(q, I.IH, J=7.2 Hz), 3.33-3.22 (m , 2H), 3.18 (d, IH, J=7.6 Hz), 3.10 (d, IH, J=7.2 Hz), 
2.90-2.69 (m, 2H), 1.98 (m, IH), 1.40-1.21 (m, 3H), 1.16 (t, 2H, J=7.1 Hz). HPLC 
(Condition A), Rt: 1.87 min (HPLC purity: 98.9 %). 

Step e) Formation of4-{[[ethoxy(oxo)acetyl]({l-[(9Hifliwren-9-ylmethoxy)carbonyl] 
piperidm-4-yl}methyl)amino]methyl}benzoicackl 

To a solution of 4-{[[ethoxy(oxo)acetyl](piperidin-4-ylme&yl)amino]niethyl}benzoic acid 
(7.650g, 16.54 mmol) in dioxane/HzO (1/1) (120 mL) was added Fmoc-OSu (6.697 g, 
19.85 nmiol) and a 1 M aqueous solution of NaHCOs (10 mL). The resulting reaction 
mixture was stirred for 1,25 h, then concaatrated under vacuum. The oily residue dissolved 
in DCM (120 mL) was washed with a 1 N aqueous solution until pH 1, dried over MgS04, 
filtered and the solvents were evaporated under vacuum. This crude product was purified 
by column chromatography over silica gel (AcOEt/c-Hex 1/4 to 1/1 in about Ih) to give the 
title compound as a white powder (3.755 g, 40 %). NMR (CDCI3, 300 MHz) S 8.1 (m, 
2H), 7.75 (d, 2H, J=7.6 Hz), 7.55 (d, 2H, J=7.2 Hz), 7.38 (m, 4H), 7.29 (t, 2H, J=7.3 Hz), 
4.70 (s, IH), 4.56 (s, IH), 4.45-4.07 (m, 7H), 3.0 (m, 2H). 2.45 (m, 2H), 1.7-1.5 (m, IH), 
1.40 (m, 2H), 1.38 (t, IH, J=7.0 Hz), 1.31-1.21 (m, 3H), 1.0-0.8 (m, 2H). M-(LC/MS 
(ESI)): 569.4; M*(LC/MS (ESI)): 571.8. HPLC (Condition A), Rt: 4.83 mm (HPLC purity: 
99.3 %). 

St^f) Formation of the resin-bound dodecylamine 

The same procedure as employed in the preparation of Example 28, step a, gave the title 
compound which was used directly in &e next step. 

Step g) Formation of the resin-bound 9H-fluoren-9-y1methyl 4-({{4-[(dodecylamino)' 
carbonyl]benzyl}[ethoxy(oxo)acetyl]amino)methyl)piperidine-l-carboxylate 
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The same procedure as employed in the preparation of Example 50, step b using 4- 
{[[ethoxy(oxo)acetyl]({l-[(9H-fluoren-9-ylmethoxy)carbonyi]piperidin-4-yl}methyl^ 

amino]meth5d}benzoic acid and the resin-bound dodecylamine 

gave the title compound. 

Step h) Formation of the resin-bound ethyl [{4-[(dodecylamino)carbonyl]benzyl}(piperidin 
-4-ylmethyl)amino](oxo)acetate 

The same procedure as employed in the preparation of Example 50, step c using tiie resm- 
bound 9H-fIuoren-9-yhnethyl 4-({{4-[(dodecylamino)caibonyl]benzyl}[ethoxy(oxo)- 
acetyl]amino}methyl)piperidine-l-carboxylate gave the title compound which was used 
directly in the next step. 

St^ i) Formation of the resin bound ethyl (({l-[(cyclohexylamino)carbonyl]piperidin-4- 
yl}methyl){4-[(dodecylamino)carbonyl]benzyl}amino)(oxo)acetate 

The resin-bound ethyl [{4-[(dodecylamino)carbonyl]benzyl}(piperidin-4-ylmethyl)amino]- 
(oxo)acetate (described in step h, 0.0426 mmol) was swelled in THF (0.5 mL) for 15 min at 
rt. Cyclohexyl isocyanate (18 mg, 0.143 mmol) dissolved in THF (0.9 mL) and TEA (29 
mg, 0.282 mmol) was added and tlie reaction mixture was shaken 14 h at rt. The resin was 
washed successively with TKF (Ix 15 min), MeOH (Ix 15 min), THF (Ix 15 min), MeOH 
(3x 10 min), DMF (3x 10 min), MeOH (Ix 5 min), THF (3x 10 min), MeOH (Ix 5 min), 
DCM (3x 10 min) and with Et20 (Ix 10 min). The resin was then dried under vacuum to 
afford the title compound which was used directly in the next step. 

St^j) Formation of the resin-bound (({l-[(cyclohexylamino)carbonyl]-4-piperidinyl}- 
methyl){4-t(dode(ylamino)carbonyl]benzyl}amino)(oxo)acetic acid 
The same procedure as ranployed in the preparation of Exanq)le 28, step e, but using flie 
resin-bound ethyl (({l-[(cyclohexylamino)caibonyl]piperidin-4-yl}methyl){4- 
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[(dodecylaniino)carbonyl]benzyl}amino)(oxo)acetate (described in step i, 0.0426 mmol) 
gave the title compound which was used directly in the next step. 

Step k) Formation of the (({l-[(cyclohexylamino)carbonylJ-4-piperidi^^^ 
[(dode<ylamino)carbonyl]benzyl}amino)(oxo)aceticacid 

The same procedure as employed in the preparation of Example 28, step f, but using the 
resin-bound (({l-[(cyclohexylamino)carbonyl]-4-piperidinyl}methyl){4-[(dod 
amino)carbonyl]benzyl}amino)(oxo)acetic acid (described in step j, 0.0426 mmol) gave the 
title compound as a white solid (23 mg). M-(ESI): 61 1.4; ]Vr^(ESI): 613.4. HPLC 
(Condition A), Rt: 5.9 min (HPLC purity: 93.1 %). 

Example 142: (rn-ir4-fdimethvlaminoWilino1carbonvn-4-piperi dinvnmethvni4- 
rrdodecvlamino'>carbonvl1benzvl) amino¥oxo1acetic acid 

The same procedure as employed in the preparation of Example 141 using dodecylamine in 
step f and 4-(dimethylamino)phenyl isocyanate in step i gave the title compound as a brown 
oil (17 mg). M (ESI): 648.2; M^(ESI): 650,4. HPLC (Condition A), Rt: 4.49 min (HPLC 
purity: 95.9 %). 

Example 143: n4-rfdodecvlninino^carbonvllbenzvlU(l-hexanovM-piperidinvlV 
methvllaminoXoxo^acetic acid 

The same procedure as employed in the preparation of Example 141 using dodecylamine in 
step f and hexanoyl chloride in step i gave the title compound as a yellow oil (17 mg). M" 
(ESI): 584.4; M*"(ESI): 586.4. HPLC (Condition A), Rt: 6.06 min (HPLC purity: 83.3 %). 

Example 144: f f4-rfdodecvlamino^carbonvnbenzvn f ri-f3-iodoben zovlV4-pip eridinvl1" 
methvllamino'Xoxo^acetic acid 



wo 03/064376 



PCT/EP03/00808 



-119- 

The same procedure as employed in the preparation of Exanq>le 141 using dodecylamine in 
step f and 3-iodobenzoyl cWoride in stqp i gave the title confound as a brown soUd (14 
mg). M-(ESI): 716.2. HPLC (Condition A), Rt: 6.12 min (HPLC purity: 90.8 %). 

RvRin ple 1 45- r f 4-rrdodecvlaTtiino^carboTivnbenzvn FH r2EV3-r3-rtrifluoiomethvlV 
phenvn-2-t>rnpenovi^-4-piperidinv lVmethvnaniino} foxo^acetic acid 
The same procedure as employed in the preparation of Exanq>le 141 using, dodecylamine m 
step f and trans-3-(trifluoromethyl)cinnamoyl chloride in step i gave the title compound as 
a white foam (19 mg). M CESl): 684.2; 1^(ESI): 686.4. HPLC (Condition A), Rt: 6.28 min 
(HPLC purity: 95%). 

Exam ple 146: ri4-rrdotiecvlamino^carbonvnbenzvn (ri-(2 -quinoxalinvlcarbonvl)-4- 
piperidinvllmethvn aminoVoxo ^acetic acid 

The same procedure as employed in the pr^aration of Example 141 using dodecylamine in 
step f and 2-quinoxaloyl chloride in step i gave the title compound as a brown oil (18 mg). 
M"(ESI): 642.4. HPLC (Condition A), Rt: 5.74 min (HPLC purity: 88.1 %). 

T?.vatn p1e 147: Tf n-r(4-methoxvphenvnsulfonvn -4-piperidinvnmethvnf4-ir(4- 
pbenoxvb «" ^l>ammo1carboiivl>benzvl')am ino¥oxo')acetic acid 
The same procedure as employed in the preparation of Example 141 using 4- 
phenoxybenzylamine in step f and 4-methoxybenzenesulfonyl chloride in step i gave the 
title conqjound as a brown foam (33 mg). M-(LC/MS(ES1)): 670.8; M*(LC/MS(ESI)): 
672.0. HPLC (Condition A), Rt: 4.67 min (HPLC purity: 92.6 %). 

P.v»m p1e 148: firi-C3-iodQbenzovn-4-p iperidinvnmethvnr4-irf4-phenoxvbenzvn- 
atninolcaifaonvUbenzynamino lfoxo'^aceticacid 

The same procedure as employed in the preparation of Example 141 using 4- 
phenoxybenzyl-amine in step f and 3-iodobenzoyl chloride in step i gave the title 
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cojnpound as a brown oil (35 mg). M-(LC/MS(ESI)): 730.7; M*(LC/MS(ESI)): 732.4. 
HPLC (Condition A), Rt: 4.68 min (HPLC purity: 90.9 %). 

Rxamole 149? ovo^f4-irf4-p1ienoxvfaeny Yl>>niinn]carbonvUbenzvnrri-((2EV3-r3- 
ftr.f1iiommethvlVbenvl1-2-pm penovn-4-piperidinvnmelhvl1aminQ>a 
The same procedure as employed in the preparation of Example 141 using 
phenoxybenzylamine in step f and trans-3-(trifluoromethyl)cinnamoyl chloride in step i 
gave the title compound as a brown foam (33 mg). M-(LC/MSCESI)): 698; 
M+(LCMS(ESI)): 700.0. HPLC (Condition A), Rt: 4.95 min (HPLC purity: 89.3 %). 

Rxam ple ISO' { <4-rfdodecYla"imo^carfa onvnphenvn r2-rmethoxvcarbonYl)benzYl1- 
aminoUoxo'tacetic acid 

Step a) Preparation ofN-dodecyl-4-nitrobenzamide 

At 0°C, to a solution of 4-nitro-benzoyl chloride (12.664 g, 68.25 mmol) and DIEA (9.7 g, 
75.05 mmol) in anhydrous DCM (200 mL) was added dropwise a solution of dodecylamine 
(12.650 g, 68.25 mmol in 50 mL of DCM). The reaction mixture was stirred at 0°C for 30 
min, then 1.5 h at rt. The solvents were evaporated and the residue dissolved in boiling 
AcOEt, washed with water, a 10 % aqueous solution of HCl, water, dried over MgS04 and 
filtered. The solvents were evaporated to give a yellow solid (23.02 g). This residue was 
washed twice with diefliyleflier (50 mL) to give after evaporation of tiie solvent tiie titie 
compound as a pale yellow powder (20.3 1 g. 89 %). ^H NMR (DMSO-de, 3 00 MHz) 6 8 .77 
(t, IH, J=5.5 Hz), 8.30 (d, 2H, J=9.0 Hz), 8.04 (d, 2H, J=9.0 Hz), 3.25 (q, 2H. J=6.3 Hz), 
1.43-1.58 (m, 2H), 1.12-1.35 (m. 18H), 0.83 (t, 3H, J=6.7 Hz). HPLC (Condition A), Rt 
6.55 min (HPLC purity: 93.2 %). 

5/6/7 b) Preparation of 4-amino-N-dodecylbenzamide 

The same procedure as employed in the preparation of Example 1 (step c) using N-dodecyl- 
4.nitrobenzamide and hydrogen at a pressure of 20 bar at 50°C gave the titie compound (98 
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%). NMR (DMSO-d«, 300 MHz) 6 7.93 (t, IH, J=5.6 Hz), 7.53 (d, 2H, J=8.7 Hz), 6.50 
(d, 2H, J=8.7 Hz), 8.30 (s, 2H), 3.16 (m. 2H), 1.36-1.52 (m, 2H), 1.12-1.33 (m, 18H), 0.83 
(t, 3H, J=6.7 Hz). HPLC (Condition A), Rt: 4.87 min (HPLC purity: 99.7 %). 

Step c) Preparation of methyl 2-[({4-[(dodecykmirio)carbonyl]phenyl}amino)rnethyl]- 
benzoate 

To a solution of 4-amino-N-dodecylbenzamide (0.304 g, 1.0 mmol), acetic acid (0.060 g, 
1.0 mmol) and methyl 2-fonnyIbenzoate (0.164 g, 1.0 mmol) in ethanol (2 mL) was added 
at once NaBHaCN (0.075 g, 1.20 nraiol). The resulting mixture was stirred overnight at rt. 
A saturated solution of NaHCOa (10 mL) was added to the reaction mixture, the aqueous 
layer was separated and extracted with DCM. The combined organic layers were dried over 
MgS04, filtered and concentrated to give a colorless oil. This crude product was purified by 
column chromatography over silica gel to give the title compound as a colorless oil (0.212 
g, 47 %). M*(LC/MS(ESI)): 453.6. HPLC (Condition A), Rt: 6.64 min (HPLC purity: 100 
%). 

Step d) Preparation of methyl 2-({{4- 

[(dodecylamino)carbonyl]phenyl}[ethoxy(oxo)acetyl]amino}methyl)benzoate 
The same procedure as employed for the preparation of Example 1 (step b) using methyl 2- 
[({4-[(dodecylamino)carbonyl]phenyl} amino)methyl]benzoate amine gave the title 
compound as a yellow oil (74 %). M^(LC/MS(ESI)): 553.3; M-(LC/MS(ESI)): 552.0. 
HPLC (Condition A), Rt: 6.77 min (HPLC purity: 98.9 %). 

Step e) Preparation of {{4-[(dodecylamino)carbonyl] phenyl} [2-(methoxycarbonyl)benzylJ- 
amino} (oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) using methyl 2- 
({ {4-[(dodecylamino)carbonyl]phenyl} [ethoxy(oxo)acetyl]amino}methyl)benzoate gave 
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the title compound as a colorless oil (91 %). M-CLC/MSCESI)): 527.0; M^(LC/MS(ESI)): 
529.0. HPLC (Condition A), Rt: 6.50 min (HPLC purity: 84.2 %). 

Example 151: rr4-fir2-fl.l*-biphenvM-*v»ethvl1aminolcarbonvlV2-broinoben^ 

iodobenzvl'>aniino1foxo'>acetic acid 

Step a) Preparation of methyU3-bromO'4-methylbenzoate 

A mbcture of 3-bromo-4-methylbenzoic acid (40 g, 0.186 mol) and SOCI2 (88 g, 0.74 mol) 
in methanol (600 mL) was refluxed for 12 h. The solvent was distilled off and the crude 
residue was diluted with ethyl acetate (50 mL). The efliyl acetate layer was washed with 
10% NaHCOa solution, water, brine and dried. The solvent was removed under vacuum to 
give methyl-3-bromo-4-methylbenzoate (40 g, 95 %) as a solid. 

Step b) Preparation of 2'bromo-4-methoxycarbonyl benzylbromide 

A mixture of methyl-3-bromo-4-methylbenzoate (40 g, 0.17 mol), NBS (34 g, 0.19 mol) 
and benzoylperoxide (4.0 g) in CCI4 (500 mL) was refluxed for 6 h. The reaction mixture 
was cooled and filtered off the solid. The filtrate was concentrated imder vacuum to give 2- 
bromo-4-methoxycarbonylbenzyl bromide (50 g, 93%) as a solid. 

Step c) Preparation of3-BromO'4''aminomethylbenzamide 

A mixture of 2-bromo-4-methoxycarbonyl benzylbromide (50 g, 0.162 mol), meflianol (500 
mL) and liquid ammonia (2.5 L) was stirred at -10°C for 24 h. The reaction mixture was 
concentrated under vacuum and the residue was diluted with water (750 mL). The solid 
precipitate obtained was filtered and dried under vacuum to give 3-bromo-4-aminomethyl 
benzamide (35 g, 94 %). 

Step d) Preparation of 2'Bromo-4-^arboxybenzylamine 

A mixture of 3-bromo-4-amlnomethylbenzamide (35 g, 0.15 mol), methanol (250 mL) and 
20 % NaOH solution (185 mL) was refluxed for 30 h. The reaction mixture was 
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concentrated, acidified with an aquesous solution of HCI (6N) to give a solid precipitate. 
The solid was filtered, washed with water and dried under vacuum to give 2-bromo-4- 
carboxybenzylamine (26 g, 74 %). 

Step e) Preparation ofN-(Fmoc)'2-Bromo-4'Carboxybenzylamine 

To a solution of 2-bromo-4-carboxybenzylaniine (20 g, 0.086 mol) in dioxane (250 mL), 
was added an aqueous solution of NaiCOs (10%, 350 mL) wifli stirring. The reaction 
mixture was cooled to 10**C, added Fmoc-OSu (32 g, 0.096 mol) in portions and allowed to 
stir at RT for 8h. The solid precipitate was filtered off and washed with diethyl eflier (2x 
200 mL). The solid was acidified wifli 3N HQ and filtered under suction. The crude solid 
was recrjrstalised from methanol/diethyl eflier to give iNr-(Fmoc)-2-bromo-4- 
carboxybenzylamine (26 g, 67 %) as a solid. 

Step J) Preparation ofN'(Fmoc)-2'bromo-4-(chlorocarbonyl)benzylcarbamate 
Oxalyl chloride (635 mg, 5.0 mmol) was added dropwise to a suspoision of 2-bromo-4- 
carboxybenzylamine (452 mg, 1.0 mmol) in DCM. A catalytic amoimt of DMF was added 
and then stirred overnight at ambient temperatures. The solvent was then removed in vacuo 
to give the title compound. 

Step g) Preparation of [[4-({[2-(lJ''biphenyl-4-yl)ethyl]amino}carbonyl)-2-bromobe 
(4'iodobenzyl)amino] (oxo)acetic acid 

The same procedure as employed in the preparation of Example 50 using 2-(4- 
biphenyl)ethylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate and 
DIEA in step b and 4-iodo-benzaldehyde in step d gave the title compound* 
M*-(LC/MS(ESI)): 697.2 



RTram ple 152! rr2^bTomo-4-irf4-pentvlbenzvnaminQlcarbon vUbenzvlV4- 
iodobenzyl)aTniTiQ'j (QXQ'>acetic acid 
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The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-(Fmoc)-2-broino-4-(chlorocarbonyl)benzylcarbamate (Example 
151) and DIBA in step b and 4-iodo-benzaldehyde in step d gave the title compound. 
M^(LC/MS(ESI)): 677.2 

Kvam ple 153: r^2-bromo-4-rfdodecvlamino^c arbonvnbenzvlK4- 
iodobenzY^> Tnifin1 foxo'>acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)ben2ylcarbamate (Example 151) and DDBA in 
step b and 4-iodo-benzaldehyde in step d gave the title compound. M^(LC/MS(ESI)): 685.2 

Rxam ple 154: rf2.6-dibromo-4-'l^rf4>pentvlbenzvnamino1carbonyl}benzvl¥4- 
iodobenzvDamino¥oxo'>acetic acid 

Step a) Preparation ofmethyl-3, 5'dibromO'4'bromomethyl benzoate 

A mixture of methyl-3, 5-dibromo-4-methylbenzoate (50 g, 0.16 mol), NBS (31.7 g, 0.17 
mol) and benzoyl peroxide (5.0 g) in CCU (500 mL) was refluxed for 4 h under the 
illumination of a 200W bulb. The reaction mixture was cooled and filtered off the solid. 
The filtrate was concentrated imder vacuum to give methyl-3, 5-dibromo-4-bromomethyl 
benzoate (62 g, 98 %) as a solid. 

St^ b) Preparation of 3, 5-dibromo-4-ammomethylbenzamide 

To a solution of methyl-3, 5-dibromo-4-bromomethyl benzoate (50 g, 0.129 mol) in 
metiianol (750 mL) at -40°C was collected ammonia (approximately 1 L) by passing 
ammonia gas. After stirring the reaction mixture at -40®C for 24 h, excess ammonia was 
removed by passing N2 gas at ambient temperature. The reaction mixture was then 
concentrated and residue was diluted with water (IL). The solid precipitate was filt^ed off 
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and dried under suction* The solid was further dried under vacuum to give 3,5-dibromo-4- 
aminomethyl benzamide (40 g, 98 %). 

Step c) Preparation of2,6'dibromO'4'Carboxy benzylamine 

A mixture of 3,5-dibromo-4-aminomethyl benzamide (40 g, 0.129 mol), methanol (500 
mL) and an aqueous solution of NaOH (10%, 310 mL) was refluxed for 20 h. The reaction 
mixture was concentrated to 150 mL and cooled to 0**C. The solid precipitate obtained was 
filtered, washed with diethyl ether (500 mL). The solid obtained was acidified with an 
aqueous solution of HCl (1.5 N, 100 mL) to pH=6 to give solid precipitate. The solid was 
filtered, washed with water and dried under vacuum to give 2,6-dibromo-4-carboxy 
benzylamine (35 g, 87 %) as a solid. 

Step d) Preparation ofN-(Fmoc)'2,6^ibromo-4''CarboxybenzyIamine 
To a solution of 2,6-dibromo-4-carboxybenzylamine (20 g, 0.064 mol) in dioxane (500 
mL), was added an aqueous solution of NaiCOa (10 %, 410 mL) with stirring. After stirring 
at 26°C for 15 min was added Fmoc-OSu (30.5 g, 0.09 mol) in portions for 2 h and allowed 
to stir at ambient temperature for 24 h. The solid precipitate was filtered off and washed 
with diethyl ether (3x 200 mL), followed by methanol (3x 200 mL). The solid salt was 
acidified with an aqueous solution of HCl (3 N, 100 mL) to pH=2. The precipitate was 
filtered under suction and dried. The crude solid was recrystalised from methanol / diethyl . 
ether to give JV^(Fmoc)-2,6-dibromo-4-carboxybenzylamine (30 g, 87 %) as a solid. 

Step e) Preparation of [(2,6-dibromo-4-{[(4''pentylbenzyl)amino]carbonyl}benzyl)(4- 
iodobenzyl)amino](oxo)acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine in step b and 4-iodo- 
benzaldehyde in step d gave the title compound. ]Vr(LC/MS(ESI)): 757.2 
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Example 155: ff4-iodobenzvlUr4V(r2-r4-phenox vphenvne1hvl1am^^ 
biphenvl-4-vnmethvl>aminoyoxo'>acetic acid 
Step a) Preparation of tert-butyl-4-bromo benzoate 

A mixture of 4-bromobenzoic acid (100 g, 0.5 mol), trifluoromethane sidphonic acid (2.6 
mL, 0.03 mol) and isobutylene (1.5 L) in dicUoromethane (1.5 L) was stiired at RT in a 
closed autoclave for 5 days. The organic layer was washed with an aqueous solution of 
NaHC03 (10 %), water, brine, dried and concentrated to give ^cr^-butyl-4-bromobenzoate 
(90g,71%). 

Step b) Preparation oftert'butyl'4-(4'tolyl)benzoate 

To a mixture of te/t-butyl-4-bromobenzoate (40 g, 0.15 mol), 4-tolylboronic acid (23.3 g, 
0.17 mol) and sodium carbonate (150 g) in toluene (350 mL) and water (350 mL) was 
added tetrakis(triphenylphosphine) palladium(0) (8.7 g, 0.007 mol) and the reaction 
mixture was refluxed for 10 h under nitrogen atmosphere. The organic layer was s^arated, 
washed with water, dried and concentrated to give /err-butyl-4-(4-tolyl) benzoate (32 g, 77 
%). 

Step c) Preparation of 4-(4-'tert'butoxycarbonyl phenyl) benzyl bromide 
To a solution o//er/-butyl-4-(4«tolyl)benzoate (32 g, 0.12 mol) in carbontetrachloride (500 
mL) was added iV-bromosuccinimide (23.3 g, 0.13 mol) and benzoyl peroxide (4.0 g). The 
reaction mixture was refluxed for 10 h. After cooling to RT, the reaction mixture was 
filtered. The filtrate was concentrated and the crude was recrystallised from petEther to 
give 4-(4-^er^butoxycarbonylphenyl) benzylbromide (26 g, 69 %). 

Step d) Preparation of4'(4-Carboxyphenyl)benzylamine hydrochloride 
To a solution of 4-(4-rerf-Butoxycarbonyl)benzylbromide (25 g, 0.071 mol) in methanol (2 
L), cooled to -20°C was passed through the reaction mixture ammonia for 5 h. The reaction 
mixture was stirred at RT for 30 h. Metfianol was removed under vacuum. To the residue 
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an aqueous solution of HCl (6N, 200 mL) was added and stirred at RT overnight. The 
solvents were evaporated under vacuum and the resulting residue was washed with diethyl 
ether to give 4-(4-carboxyphenyl)benzylamine hydrochloride (10 g, 53 %). 

Step e) Preparation ofN'FmoC'4'(4-carhoxyphenyl)henzylamine 

4-(4-Carboxyphenyl)benzylamine hydrocloride (10 g, 0.038 mol) was taken in a mixture of 
10% Na2C03 (100 mL) and dioxane (25 mL). To tiiis a solution of Fmoc-OSu (15.4 g, 

0. 045 mol) in dioxane (50 mL) was added at lO^C and the reaction was stirred at RT for 4 
h. Solvent was removed under reduced pressure and the residue was acidified with an 
aqueous solution of HCl (1.5 N), extracted with EtOAc and tiie cmde was recrystallised 
fix>m EtOAc to give JNr-Fmoc-4-(4-carboxyphenyl)benzylamine (8.5 g, 45 %). 

Step f) Preparation of ((4'iodobenzyl){[4'-({[2'(4'phenoxyphenyl)ethyl]amino}carbonyl)^ 

1, V'biphenyl-4'yl]methyl}amino)(oxo)acetic acid 

The same procedxire as employed in the preparation of Example 50 using 4- 
phenoxyphenethylamine in step a, N-Fmoc-4-(4-carboxyphenyl)ben2ylamine in step b and 
4-iodo-benzaldehyde in step d gave the title compound. 
M^(LC/MS(ESI)): 711.3 

Example 156: ir2-bromo-4-(ir2-f4-phenoxvphenvDethvl1ainino>carbonvnbenzvl1f(4'- 
fluoro- 1 . 1 -biphenvl-3 -vDmethvllaminol (oxo^acetic acid 
The same procedure as employed in the preparation of Example 50 using 4- 
phenoxyphenethylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate 
(Example 151) and DIEA in step b and 3-(4-£luorophenyl)benzaldehyde in step d gave the 
title compound. M*'(LC/MS(ESr)): 681.3 

Example 157: ir4-fir2-ri-l'-biphenvl-4-vn ethYl1aiTi molcarbonvlV2-bromobenzvll^ 
fluoro- 1 . 1 '-binhenvl-S-vDmetb yllaTninQ} f oxo'^acetic acid 
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The same procedure as employed in the preparation of Example SO using 2-(4- 
biphenyl)ethylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)baazylcarbamate 
(Example ISl) and DIEA in step b and 3-(4-fluorophenyl)benzaldehyde in step d gave the 
5 title compound. M^CLC/MSCESI)): 665.3 

Example 158: {f2-bromo-4>irf4"pentvlbenzvnamino1carbonvllbenzvl¥f4-fluorO"Lr- 
biphenvl-3-vl^methvnaminoKoxoWetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
10 benzylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbam^ite (Example 
151) and DIEA in step b and 3-(4-fluorophenyl)benzaldehyde in step d gave flie title 
compound. ]Vr*'(LC/MS(ESI)): 645.3 

Example 1 59: I r2.6-dibromo-4-rir2-(4'phenoxvphenvl)ethvnamino>carbonvnbenzvnrf4''- 
15 fluoro- 1 . 1 "biphenvl-3 -vDmethvll amino! (oxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using 4- 
phenoxyphenethylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxybeii2ylamine 
(Example 154) in step b and 3-(4-fluorophenyl)benzaldehyde in step d gave the title 
compound. M^(LC/MS(ESI)): 761.3 

20 

Example 160: If4-(ir2-f 1, r-biphenvl-4-vDethvnaminolcarbonvlV2,6-dibromobenzvnr (4 - 
fluoro- 1 . 1 '-biphenvl-3 -vDmethvl1amino> (oxo^acetic acid 
The same procedure as employed in the preparation of Example 50 using 2-(4- 
biphenyl)ethylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxyben2ylaniine (Example 
25 1 54) in step b and 3-(4-fluorophenyl)benzaldehyde in step d gave the title compound. 
M^(LC/MS(ESI)): 745.2 
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Examble 161: ir2>6-d ibromo-4-(rf4>pentvlbenzvnamino1carbonvnben^ 
biphenyl-S-ynmethvllamino) ( oxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine (Example 154) in 
step b and 3-(4-fluorophenyl)benzaldehyde in step d gave tiie title compound 
M^(LC/MS(ESI)): 7253 

Example 162: lf2,6- dibromo-4-rrdodecvlamino^caifeonvlTben2rynrf4'-fluoro-Lr-bi^^ 
3-vnmethvnaniinolfoxo'>acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine (Example 154) in step b and 3-(4- 
fluorophenyl)benzaldehyde in step d gave the title compoimd. M^(LC/MS(ESr)): 733.3 

Example 163: frf4'-fluor o-l J'-biphenvl-3-vnmethvlUr4'-rir2>(4-phenoxvphenvnet^^^ 
aminolcarbonvlVl. r-biphenvl-4'-vnmethvllaminoyoxo)acetic acid 
The same procedure as employed in the preparation of Example 50 using 4- 
phenoxyphenethylamine in step a, N-Fmoc-4-(4-carboxyphenyl)benzylaniine (Example 
155) in step b and 4'-fluoro-biphenyl-3-carbaldehyde in step d gave the titie compound. 
M^(LC/MS(ESr)): 679.4 

Example 164: If l4'-ffdodecvlaniino^carbonvl1-Lr>biphenvl-4-vUmethvnrr4'-flunrn^ 
biphenvl-3-vDmethvnamino> ( oxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, N-Fmoc-4-(4-carboxyphenyl)benzylamine (Example 155) in step b and 4*-fluoio- 
biphenyl-3-carbaldehyde in step d gave the titie compound. M*'(LC/MS(ESI)): 651.5 

Example 1 65: lf2-bromo-4-irf4-pentvlbenzvnamino1carbQnvl}benzvnr2- 
ftrifluoromethoxv'tbenzyllaminoKoxQ^acetic acid 
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The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate (Example 
151) and DIEA in step b and 2-(trifluoromethoxy)benzaldehyde in step d gave the title 
compound. M^(LC/MS(ESr)): 635.3 

RTTflTn ple 166: ff2,6-dibromo-4-{rf4-pentv lben!7ry1)ami no1carbonvUbenzvl¥2- 
ftrifluoromethoxv'>ben2rynaniino>foxo'>acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine (Example 154)' in 
step b and 2-(trifluoromethoxy)benzaldehyde in step d gave the title compound. 
M^(LC/MS(ESI)): 713.3 

Example 167: oxol^r4'"fir2-(4-phenoxvphenv»ethvl1amino>catfaonvlVl.r-biphenvM^ 
yllmethvU r2-ftrifluoromethoxv^> >en7:Yl]anri mo> acetic acid 
The same procedure as en^loyed in the preparation of Example 50 using 4- 
phenoxyphenethylamine in step a, N-Fmoc-4-(4-carboxyphenyl)benzylamine (Example 
155) in step b and 2-(trifluoromethoxy)benzaldehyde in step d gave the title conQ)ound. 
M^(LC/MS(ESI)): 669.3 

Example 168: (((4'-'r<^dodecvlamino)carbonvn-Ll'-biphenvl-4-vUmethvl)r2-ftrifluoro- 
methoxv'>benzvn amino Koxo)acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, N-Fmoc-4-(4-carboxyphenyl)benzylamine (Example 155) in step b and 2- 
(trifluoromethoxy)benzaldehyde in step d gave the title compoimd. N!f(LC/MS(ESr)): 
641.3 
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Rxam ple 169: rr2-bromo-4-f l^2-(4-phenoxvphenvl;)ethvl1aminolcaTbonv^benzvllf3- 
phenoxvbenzvl^amino'^(oxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using 4- 
phenoxyphenethylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate 
(Example 151) and DIEA in step b and 3-phenoxy-benzaldehyde in step d gave the title 
compound. M^(LC/MS(ESI)): 679.3 

Kxam ple 170: rr4-f ir2"fl-l'-biphenvl"4-vDethvl1amino>carbonvlV2-bromobenzvl1f3" 
phenoxvbenzvDaroinolfoxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using 2-(4- 
biphenyl)ethylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate 
(Exan^le 151) and DIEA in step b and 3-phenoxy-benzaldehyde in step d gave tiie tifle 
compound. M*(LC/MS(ESI)): 663.3 

Example 171: rr2-brDmo-4-(rf4-pentvlbenzvDamino1carbonvllbenzvDf3- 
phenoxvbenzvDaminoKoxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate (Example 
151) and DIEA in step b and 3-phenoxy-benzaldehyde in step d gave the title compound. 
]Vr*"(LC/MS(ESr)): 643.3 

Example 172: [r2>6-dibromQ-4-r lf2-f4-phenoxvphenvl^ethvnamino>carbonvl)ben2vn(3* 
phenoxvbenzvl'taminoKoxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using 4- 
phenoxyphenethylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine 
(Example 154) in step b and 3-phenoxy-benzaldehyde in step d gave the title compound. 
M^(LCyMS(ESI)): 759.2 
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Kvam ple 173: rr4-(f r2-f l-l'-biphenvM>-vnethvl1aminolcarbo nvlV2.^^^^ 
phenoxvbenzvDaminolfoxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using 2-(4- 
biphenyl)ethylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine (Example 

154) in step b and 3-phenoxy-b«izaldehyde in step d gave the title compound. 
M*-(LC/MS(ESI)): 743,3 

Pvam ple 174: ff2.6-dibrQmo-4-irf4-pentvlbenzvnamino1ca rbonvUbenzviy3- 
phenoxvbenzvnamino¥oxo'>acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine (Example 154) in 
step b and 3-phenoxy-ben2aldehyde in step d gave the title compound. M^(LCyMS(ESI)): 
723.3 

Example 175: ri2,6-dibromo-4-rfdodecvlamino^carbonvnbenzvl>f3-phenoxvbenzvlV 
aminolfoxo'^acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine (Example 154) in step b and 3- 
phenoxy-benzaldehyde in step d gave the title compound. M^(LC/MS(ESI)): 73 1.3 

Pvam ple 176: oxof(3-phenoxvbenzvnir4'-(ir2>r4- phenoxvDhenvnethvl1aminolcarbonvlV 
l,l'>biphenvl-4-vnmethvUamino^acetic acid 

The same procedure as employed in the preparation of Example 50 using 4- 
phenoxyphenethylamine in step a, N-Fmoc-4-(4-carboxyphenyl)benzylamine (Example 

155) in step b and 3-phenoxy-benzaldehyde in step d gave the title compound. 
]Vr*"(LC/MS(ESI)): 677.4 
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Example 1 77 : oxof Ff 4'- i \( 4-pentvlbenzvnainino1carbonvU -1.1 -biphenvl-4-vl')methvn(3- 
phenoxvbenzvDaininolacetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-Fmoc-4-(4-carboxyphenyl)benzylamine (Example 155) in step b 
5 and 3-phenoxy-benzaldehyde in step d gave the title compound. M^(LC/MS(ESI)): 641.5 

Example 178: ra4*-rfdodecvlamino^carbonvn-l.l'-biphenvl-4-vUmethvlV3- 
phenoxvfaenzvnamino1foxo'>acetic acid 

The same procedure as employed in the preparation of Example SO using dodecylamine in 
10 step a, N-Fmoc-4-(4-carboxyphenyl)benzylamine (Example 155) in step b and 3-phenoxy- 
benzaldehyde in step d gave the tifle compound. M*'(LC/MS(ESI)): 649.4 

Kxam ple 179: rr2-bromo-4-fir2-f4-phenoxvphenvnethvnamino>carbonvnbenzvnf2- 
iodobenzvDaminolfoxo^acetic acid 
15 The same procedure as employed in the preparation of Example 50 using 4- 

phenoxyphenethylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate 
(Example 151) and DIE A in step b and 2-iodo-ben2aldehyde in step d gave the title 
compound. M^(LC/MS(ESI)): 713.0 

20 Example 180: rr4-f ir2-ri.l'-biphenvl-4-vDethvnamino>carbonvlV2-bromobenzvl')(2- 
iodobenzvPaminolfoxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using 2-(4- 
biphenyl)ethylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate 
(Example 151) and DIEA in step b and 2-iodo-benzaldehyde in step d gave the title 
25 compound. M^(LC/MS(ESI)): 697.0 



Example 181: rf2-bromo-4-irf4-pentvlbenzvnamino1carbonvl}benzvl¥2- 
iodobenzvl^aminolfoxo'iacetic acid 
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The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarban[iate (Example 
151) and DIEA in step b and 2-iodo-benzaldehyde in step d gave the title compound 
5 M^(LC/MS(ESI)): 677.0 

Kvam ple 182: ri2-brQmo-4-rfdodecvlamin o'>carbonvnben2vl>(2- 
iodobenzvDamino¥oxo'>acetic acid 

The same procedure as employed in the preparation of Exaniple 50 using dodecylamine in 
10 step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)ben2ylcarbamate (Example 151) and DBEA in 
step b and 2-iodo-benzaldehyde in step d gave the title compound. M^(LC/MS(ES^)): 685.1 

Rxam ple 183: fr2-brQmo-4-rir2-f4-phenoxvphenvnethvl1amino>carbonvnbenzvn(r2'- 
(trifluoromethvlV 1 . 1 '-biphenvl-4- vnmethvU amino¥oxo^ac etic acid 
15 The same procedure as employed in the preparation of Example 50 using 4- 

phenoxyphenethylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate 
(Example 151) and DIEA in step b and 2'-trifIuoromethyl-biphenyl-4-carbaldehyde in step 
d gave the title compound. M^(LC/MS(ESI)): 73 1 .2 

20 Exam ple 184; rr4-rif2-(l,r-biphenvM-vnethvl1aminolcarb onvlV2-bromobenzvlUr2'> 
rtrifluoromethvn- 1 , 1 '-biphenvl-4- vllmethvU amino Voxo ^acetic acid 
The same procedure as employed in the preparation of Example 50 using 2-(4- 
biphenyl)ethylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate 
(Example 151) and DIEA in step b and 2'-trifluoromethyl-biphenyl-4-carbaldehyde in step 

25 d gave the title compound. M*'(LC/MS(ESI)): 715.2 



Rvam ple 18^' f(2-bromo-4-(rf4-pentvlbenzvnam ino1carbonvnbenzvnir2'- 
ftrifluoromft th yn-l . 1 '-biphCTivM-vllmethvU a mino^foxo^acetic acid 
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The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in stqp a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate (Example 
151) and DIEA in step b and 2 -trifluoromethyl-biphenyl-4-carbaldehyde in step d gave the 
title compound. M^(LC/MS(ESI)): 695.2 

Rvflm ple 186! f f2-bromo-4-rfdodecvlamino^carbonvl1benz vnfr2'-ftrifluoromethvlVl.l^^ 
biphenvM-yllmethvnaminoVoxo ^acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, N-(Fmoc)-2-bromo-4-(clilorocarbonyl)benzylcarbamate (Example 151) and DIEA in 
step b and 2'-trifluoromefliyl-biphenyl-4-carbaldehyde in step d gave the title compound. 
]Sr(LC/MS(ESI)): 703.3 

Example 187: fr4-f ir2-(l.r-biphenvl-4>vnethvl1aminoicarbo nvlV2.6-dibromobenzvlHr2'^ 
rtrifluoromethvlV 1 . 1 '-biphenvl-4-vl]methvll aminoV oxo'^acetic acid 
The same procedure as employed in the preparation of Exanaple 50 using 2-(4- 
biphenyl)ethylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxyben2ylamine (Example 
154) in step b and 2 -trifluoromethyl-biphenyl-4-carbaldehyde in step d gave the title 
compound. M^(LC/MS(ESI)): 793.1 

Example 188: f(2.6-dibromo-4-irr4-pentvlbenzvnamino 1carbonvUbenzvnir2'- 
(trifluoromethvn-Lr-biphenvl-4-vnmethvUam ino^foxo^acetic acid 
The same procedure as employed in the preparation of Example 50 using 4-pentyl-. 
ben2ylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine (Example 154) in 
step b and 2'-trifluoromethyl-biphenyl-4-carbaldehyde in step d gave the title compound. 
M^(LC/MS(ESI)): 773.2 
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RvflTu ple 189: ri2.6-dibromo-4-rfdodecvlamino^carbonvl1benzvlUr2'-ftri fluoro^^ 
Ll'-biphenvM-vllmethvllainmoVoxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine (Example 154) in step b and 2*- 
trifluoromethyl-biphenyl-4-carbaldehyde in step d gave the title compound. 
M^(LC/MS(ESI)): 781.2 

Fvam ple 190: ff M'-rfdodecvlamino^caibonvlVLl'-biphenv l-^-vUmethvlMr^^^ 
ftrifluoromethvn-l,l'-biphenvl-4-vl1meflivnan iinoVoxo^acetic acid 
The same procedure as employed in the prqparation of Example 50 using dodecylamine in 
step a, N-Fmoc-4-(4-carboxyphenyl)ben2ylamine (Example 155) in step b and 2*- 
trifluoromethyl-biphenyl-4-carbaldehyde in step d gave the title compound. 
M*^(LC/MS(ESI)): 701.5 

Exam ple 191: [[4-^ I [2-( 1 , 1 '-bir)henvl-4- vDethvnamino} carbonvlV2-bromoben2;vn (l.V- 
biphenvl"2-vlmethvDamino¥oxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using 2-(4- 
biphenyl)ethylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate 
(Example 151) and DIEA in step b and biphenyl-2-carbaldehyde in step d gave the title 
compound. m:^(LC/MS(ESI)): 647.3 

T^yflTn ple 192: rrLr-binhenvl-2-vlmethvlV2-brQmo-4-(rf4-pentvlbenzv naniino1carbonvU 
henzvnaminolfoxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate (Example 
151) and DIEA in step b and biphenyl-2-carbaldehyde in step d gave the tifle conqpound. 
M^(LC/MS(ESI)): 627.3 
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Example 193: TH J'-biphenvl>2-vlmethviy2-bromo-4-rfdodecvlamino^carb^ 
aminoVoxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate (Example 151) and DIEA in 
step b and biphenyl-2-carbaldehyde in step d gave the title compound. M^(LC/MS(ESI)): 
635.4 

Example 194: {fl,r-biphenvl-2-vlmetfavnr2,6"dibTomo-4"f{("2-(4-phenoxvphenvnethvl]- 
amino) carbonynbenzvllaminoKoxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using 4- 
phenoxyphenethylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylainine 
(Example 154) in step b and biphenyl-2-carbaldehyde in step d gave flie title compound. 
M^(LC/MS(ESI)): 741,2 

Example 195: \\4-( ir2-n,l'-biphenvM-vnethvnaminolcarbonvn-2.6-dibromobenzvliri.r- 
biphenyl-2-vlmethvl>amino¥oxo'>acetic acid 

The same procedure as employed in the preparation of Example 50 using 2-(4- 
biphenyl)ethylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine (Example 
1 54) in step b and biphenyl-2-carbaldehyde in step d gave the title compound. 
]Mr*'(LC/MS(ESI)): 725.2 

Example 196: rrLr-biphenvl-2-vlmetfaviy2,6-dibromo-4-irf4"pentvlbenzvnaminn^ 
carbonvl}benzvDamino1(oxo')acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine (Example 154) in 
step b and biphenyl-2-carbaldehyde in step d gave the title compound. M*'(LC/MS(EST)): 
705.3 
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Example 197: J -bit)henvl-2-vlmethviy2.6-dibromo-4-rfdodecvlaniino^c^ 
benzynaminoVoxoWetic acid 

The same procedure as employed in the prqparation of Example 50 using dodecylamine in 
step a, N-(Fmoc)-2,6-dibromo-4-carboxyben2ylamine (Example 154) in step b and 
biphenyl-2-caibaldehyde in step d gave tihe title conq>ound. M^(LC/MS(ESI)): 713.3 

Example 198: (f2-bromo-4-{rf4>pentvlbenzvnaminolcarbonvUbenzvnr4-rtrifluoro- 
methoxv^benzvl1amino}foxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate (Example 
151) and DIEA in step b and 4-(trifluoromethoxy)benzaldehyde in step d gave the title 
compound. ]Vf*'(LC/MS(ESI)): 635.2 

Example 199: I l2-bromo-4-rfdodecvlamino)carbonvnbenzvUr4-ftrifluoromethoxvV 
benzvllaminoKoxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate (Example 151) andDffiA in 
step b and 4-(trifluoromethoxy)benzaldehyde in step d gave the title compound. 
U^(LC/MS(ESI)y. 643.3 

Example 200: Ir2,6-dibromo-4>irf4-pentvlbenzvnamino1carbonvnbenzvnr4- 
(trifluoromethoxy'^benzvl^aminoKoxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine (Example 154) in 
step b and 4-(trifluoromethoxy)benzaldehyde in step d gave the title compound. 
]Vr'(LC/MS(ESI)): 714.3 
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Bxample 201: l(^2-bromo-4>irf4-pentvlben2rvnaimnolcarbonvnbenzvn^^ 
(trifluoromethoxv^benzvl'jaminoKoxoWetic acid 

The same procedure as employed in tiie preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocaibonyl)benzylcarbamate (Example 
151) and DIBA in step b and 3-(trifluoromeflioxy)benzaldehyde in step d gave the title 
compound M^(LC/MS(ESI)): 635.2 

Example 202: ll2-bromO"4-ffdodecvlamino'>carbQnvnbenzvUf3- 
ftrifluoTomethoxv'>bmzvl1aminoKoxo')acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate (Example 151) and DIEA in 
step b and 3-(trifluoromethoxy)benzaldehyde in step d gave the title compound, 
M^(LC/MS(ESI)): 634.3 

Example 203: lf2.6-dibromo-4-ir(4-pentvlbenzvnamino1carbonvllbenzvnf3- 
ftrifluoromethoxv)benzvl]amino> foxo)acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine (Example 154) in 
step b and 3-'(trifluoromethoxy)benzaldehyde in step d gave the title compound. 
M^(LC/MS(ESI)): 715.2 

Example 204: i l2.6-dibromo-4-rfdodecvlamino^carbonvl'|benzvl}r3> 
ftrifluoromethoxv^benzvnaminoXoxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, N-(Fmoc)-2,6-dibromo-4-carbbxybenzylamine (Example 154) in step b and 3- 
(trifluoromethoxy)benzaldehyde in step d gave the title compound. M**(LC/MS(ESI)): 
723.3 



wo 03/064376 



PCT/EP03/00808 



-140- 

Example 205: {ff4'-rfdodecvlamino)carbonvl1-l.r-biphenvl-4-vl>methvD^ 
ftrifluorometfaoxvtbenzvnam inn} f ox o'^acetic acid 

The same procedure as employed in the preparation of Example SO using dodecylamine in 
step a, N-Fmoc-4-(4-carboxyphenyl)benzylaniine (Example 155) in step b and 3- 
(trifluoromethoxy)benzaldehyde in step d gave flie title compomid. M*(LC/MS(ESr)): 
641.4 

Example 206: rr2-bromo-4-( H"2-f4-phenoxvphenvl^ethvnamino>carbonvnbmzvl]f4- 
phenoxvbenzvnaminoXoxo'tacetic acid 

The same procedure as employed in the preparation of Example 50 using 4- 
phenoxyphenetibylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate 
(Example 151) and DEBA in step b and 4-phenoxy-benzaldehyde in step d gave the title 
compound. M^(LC/MS(ESI)): 679.3 

Example 207: \\4-( { \2-( 1 , 1 '-biphenvl-4-vDetfavnaminol carbonvl V2-bromobenzvlir4- 
phenoxvbenzvnaminoKoxo'tacetic acid 

The same procedure as employed in the preparation of Example 50 using 2-(4- 
biphenyl)ethylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate 
(Example 151) and DIEA in step b and 4-phenoxy-benzaldehyde in step d gave the title 
compound. IVf (LC/MS(ESI)): 663.3 

Example 208: f(2-bromo-4-irr4-r)entvlbenzvDamino1carbonvl}benzvlV4" 
phenoxvbenzvl'^aminolfoxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate (Example 
151) and DIEA in step b and 4-phenoxy-benzaldehyde in step d gave the title compound. 
M^(LC/MS(ESI)): 643.3 



wo 03/064376 



PCT/EP03/00808 



-141- 



Fvam ple 209' f {2-hromo-A -rfdodecvlaminoV;arbonvnbenzYlK4- 
pTienoxvben g yl^amino1 (f>v">cetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, N-(Fmoc)-2-bromo-4-(chlorocaibonyl)benzylcarbamate (Example 151) and DIEA in 
step b and 4-phenoxy-benzaldehyde in step d gave the title compound. M^(LC/MS(ESI)): 
651.3 

Pvam ple 210' [f4-r{|-2-ri.1 '-biphenvl-4- vnethvl1amipn}caTbonvn-?..6-dibromobenzvl1(4- 
phenoxvben?:vnaminf >1(f>™'>acetic acid 

The same procedure as employed in the preparation of Example 50 using 2-(4- 
biphenyl)ethylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine (Example 
154) in step b and 4-phenoxy-benzaldehyde in step d gave the title conqsound. 
M*(LC/MS(ES1)): 743.3 

Rvam ple 211 • p 6-dibromn-4-f r(4-pent vlhenzvnamino1carbonvl>benzYl)(4- 
phenoxvbenzvnamir "1( nxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine (Example 154) in 
step b and 4-phenoxy-benzaldehyde in step d gave the title compound. M^(LC/MSCESI)): 
723.2 

Pvam ple 21 2r ^A-(m-(\- 1 '-biphenvl-4-vnethvl 1 aminolcarbonvlV2-bromobenzvlir4- 
(trifluoTOtnethvnbenzy llawiino^foxo^ceticacid 

The same procedure as employed in the preparation of Example 50 using 2-(4- 
biphenyl)ethylamine in step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate 
(Example 151) and DIEA in step b and 4-(trifluoromethyl)benzaldehyde in step d gave the 
title compound. M^(LC/MS(ESI)): 639.2 
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Fvamnle 213; f r2-bromo-4- {r^4-pentvlbenzvnammo1carbonvUbeDzvl)r4- 
(trifluoTomet1ivl^benzvn aTntiin\foxo^aceticacid 

The same procedure as employed in the preparation of Example 50 using 4-peHtyl- 
benzylanrine in step a, N-(Fmoc)-2-bromo-4-(chlorocaibonyl)benzylcarbamate (Example 
151) and DIEA in step b and 4-(trifluoromethyl)benzaldehyde in step d gave the title 
compound. M*(LC/MS(ESI)): 619.3 

Fxam ple 2U- {{2-hromo-4-r<'dodecvla mmo^carbonvnbenzvnr4- 
(trifluoTOmet1ivnbenzvl> Tnino^ rpxo'tacetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a. N-(Fmoc)-2-bromo-4-(chloTOcarbonyl)benzylcarbamate (Example 151) and DIEA in 
step b and 4-(tri£luoromethyl)benzaldehyde in step d gave the title compound. 
M'(LC/MS(ESI)): 627.3 

P.vam p1e215: {f9..6-dibromn-4-/rf4-pe n tvlt>en2vnanuno1carbonvl>benzyl)r4- 
rtrifluoromethvnbenzv llatninol (oxo^acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a. N-CFmoc)-2,6-dibromo-4-carboxybenzylamine (Example 154) in 
step b and 4-(trifluoromethyl)benzaldehyde in step d gave the title compound. 
1^(LC/MS(ESI)): 699.2 

T?:vani ple 216- ^2.6-dibronio-4-rfdodec vlaTniTio^carhonvl1bepzvn [4- 
(trifluoror nfttb yl'>benz Yl1ai«ino> rnyoWetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine (Example 154) in step b and 4- 
(tiifluoromethyl)benzaldehyde in step d gave the title compound. M*(L<:yMS(ESI)): 707.3 
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Pv^mi ple 217: oynffrA'-f rf4-pe D tv1henzvnammo1carbonvl^l J'-hiphenvl-4-Yl)methYl1^ 
(trifluoTometTiyl'tbenzvnp ttiiTio} acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-Fmoc-4-(4-caiboxyplienyl)benzylamine (Example 155) in step b 
and 4-(trifluoromethyl)benzaldehyde in st^ d gave the title compound. M^(LC/MS(ESD): 
617.4 

Pvam ple 218" { {2-biomo - 4-r<'Hodecvlamino^cai:bonvnbenzyl} [3- 
(•trif1uorometlivnbenzvna iT.mo> foxo^acetic acid 

The same procedure as employed in the preparation of Exanq>le 50 using dodecylamine in 
step a, N-(Fmoc)-2-bromo-4-(chlorocarbonyl)benzylcarbamate (Example 151) and DIEA in 
step b and 3-(trifluoromethyl)benzaldehyde in step d gave the titie compound. 
lsr(LC/MS(ESI)): 627.3 

Fvam ple 219: ^f2.6-dibrf>mo-4-rfdn decvlamino'>carhonvllbenzvnr3- 
(trifluoroiP ''*>'Y^>^'^^Y'1^"^^"°^ ^ oxotacetic acid 

The same procedure as employed in the preparation of Example 50 using dodecylamine in 
step a, N-(Fmoc)-2,6-dibromo-4-carboxybenzylamine (Example 154) in step b and 3- 
(trifluoromethyl)benzaldehyde in step d gave the titie compound. (LC/MS(ESI)): 707.3 

B^.t,. p1e 220: o ^»| ff.lLf rr4-tient Y lt^^^1Wino1caibonvn-1.1'-biphenvl-4-Yl)methylir3- 
ftrifliiorometbvnben7 Yl1aniino\acetic acid 

The same procedure as employed in the preparation of Example 50 using 4-pentyl- 
benzylamine in step a, N-Fmoc-4-(4-carboxyphenyl)benzylamine (Example 155) in step b 
and 3-(trifluoromethyl)benzaldehyde in step d gave tiie titie compound. M^(LC/MS(ESr)): 
617.4 
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Exam ple221: (f4-dibenzorb,d1furan --4-vlbenzvnr4- 

flrifluoroinetfavnbeny Y^>"^^'^Q} faxQ^^cgtic acid 

Step a) Preparation of4-diben2ofb,dJfiiran-4-ylbenzonitrile 

To a mixture of dibenzofuran-4-boromc acid (40 g, 0.19 mol), 4-bromoben2onitrile (34 g, 
0.19 mol), sodium carbonate (120 g) in toluene (500 mL) and water (500 mL) was added 
tetrakis (triphenylphosphine) palladium (0) (1 1 g, 0.0095 mol) with stirring under Nz 
atmosphere. The reaction mixture was refluxed for 20 h. Toluene layer was separated, 
washed with water, dried and concentrated. The crade product was purified by column 
chromatography over silica gel (chloroform) to give the title compound (40 g, 79 %). 

Step b) Preparation ofl'(4'dibenzofb,dJJUran-4'ylphenyl)methanamine 
To a solution of 4-(4-cyanophenyl) dibenzofiiran (20 g, 0.074 mol) in isopropylalcohol (1.5 
L) was added Raney-Nickel (10 g) with stirring. The reaction mixture was heated to reflux, 
treated with hydrazine hydrate (100 mL) and refluxed for 6 h. The reaction mixture was 
cooled, filtered through celite and washed with isopropylalcohol. The filtrate was 
concentrated and crude purified by column chromatography over silica gel (CHCl^/MeOH; 
9: 1) to give the title compound as a soUd (6.5 g, 32 %). NMR CIHF-ds, 300 MHz) S 
. 7.30-8.30 (m, 13H), 3.98 (s, 2H) 

St^ c) Preparation ofN'(4-dibemo[b4]juran-4'ylben7yiyN-[4'(^^ 
benzyljamine 

The same procedure as employed in the preparation of Example 1 (step a) using l-(4- 
dibenzo[b,d]fiiran-4-ylphenyl)methananune and 4-(trifluoromethyl)benzaldehyde gave the 
title compound (51 %). (LCyMS(ESI)): 432.4 

HPLC (Condition A), Rt: 4.28 min (HPLC purity: 97.9 %). NMR (CDCI3, 300 MHz) 8 
7.75-8.00 (m, 5H), 7.35-7.61 (m, IIH), 3.93 (s, 2H), 3.90 (s, 2H) 
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Step c) Preparation of ethyl {(4-dibenzo[b4]fiiran-4-ylbemyl)[4-(trifluoromethyl)benz^ 
amino)(oxo)acetate 

The same procedure as employed in the preparation of ^cample 1 (step b) using N-(4- 
diben2o|>4]furan-4-ylbenzyl)-N-[4-(trifluoromefliyl) baizyl]amine gave the title 
compound (98 %). (LC/MS(ESI)): 531.6. HPLC (Condition A), Rt 6.38 min (HPLC 
purity: 100 %). *HNMR (CDQa, 300 MHz) 6 7.85-8.05 (m, 4H), 7.55-7.72 (m, 4H), 7.55- 
7.30 (m, 7H), 4.30-4.67 (m, 6H), 1.25-1.45 (m, 3H) 

Step d) Preparation of{(4-dibenzo[b,dlJuran-4-ylbenzyl)[4-(trifluoromethyl)benzyri 
amino} (oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) using {(4- 
dibenzo[b,d]furan-4-ylbenzyl)[4-(tri£luoromethyl)benzyl]amino}(oxo)acetate gave the title 
compound (90 %). M" (LC/MS(ESI)): 502.0. HPLC (Condition A), Rt: 5.95 min (HPLC 
purity: 98.5 %). 'H NMR (CD3OD, 300 MHz) 5. 7.90-8.05 (m, 2H), 7.75-7.90 (m, 2H), 
7.25-7.90 (m, IIH), 4.59 (s, 2H), 4.56 (s, 2H) 

Example 222: ir4-dibenzorb.d1furan-4-vlbenzvDr4-(trifluoromethvnbenzvl1amino>- 
roxo'>acetic acid. N-methvl-D-elucamine (i.e. l-deoxv-l-fmethvlamin o'>gluciton sah 
The same procedure as employed in the preparation of Example 2 using {(4- 
dibenzoIb4]furan-4-yIbenzyl)[4-(tri£luoromethyl)benzyl]ainino}(oxo)acetic acid andN- 
methyl-D-glucamine gave the title compoimd as a white fluffy solid (95 %). M"(APCI): 
562.6. HPLC (Condition A), Rt 5.98 min (HPLC purity: 98.3 %).Analysis calculated for 
C29Hi9F3N04.C7HijPSr05-l.l H2O: C, 60.18; H, 5.50; N, 3.90%. Found: C, 60.12; H, 5.56; 
N, 3.82% 

Exam ple 2?^- a4-rfdodecvlamino')caTbon-sdTbenzvn^l-r4-ftr ifluoromethvl')phenvl1ettivn- 
amino¥o yf>'>acetic acid 

iS/ep a) Formation of 4-(aminomethyl)-N-dodecylbenzamide 
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At 0°C, to a solution of 4-{[(/er/-butoxycarbonyl)ammo]methyl}benzoic acid (2.0 g) and 
NMM (1.02 g, 1.1 1 mL) in anhydrous THF (50 mL) was added dropwise isobutyl 
chloioformate (1.2 mL). After stirring for 20 min, dodecylamine (1.875 g) was added 
diopwise. After Ih the ice-water bath was removed and the mixture was stirred for 14 h at 
rt. A IN aqueous solution of HCl (50 mL) was added and the mixture was extracted with 
AcOEt (2x 50 mL). The combined organic layers were washed with watra (150 mL), dried 
over MgS04 and evaporated off to give an oil (3.61 g). This crude product was purified by 
flash chromatography over siUca gel (c-Hex/AcOEt 2/1) to give tert-hutyl 4- 
[(dodecylamino)caibonyl]ben2ylcarbanM.te as a colorless oil (2.35 g, 70 %). 
(LC/MS(ESI)): 419.5; M" (LC/MS(ESI)): 418.5. HPLC (Condition A). Rt: 6.35 min (HPLC 
purity. 99.6 %). 

To a solution of tert-hutyl 4-[(dodecylamino)carbonyl]benzylcarbamate (2.35 g) in DCM 
(30 mL) was added a HCl solution (4N in dioxane, 30 mL). The resulting mixture was 
stirred at rt for Ih. Evaporation of the solvents gave 4-(aminomethyl)-N-dodecylbenzamide 
hydrochloride compound as a white powder (1 .97 g, 98 %). (LC/MS(ESI)): 3 19.4; M' 
(LC/MS(ESI)): 317.4. HPLC (Condition A), Rt: 4.20 min (HPLC purity: 100 %). NMR 
(DMSO-dfi, 300 MHz) 8 8.52 (br s, 3H), 7.87 (d, J=7.5 Hz, 2H), 7.56 (d, J=7.5 Hz. 2H), 
4.06 (br s, 2H). 3.25-3.30 (m, 2H), 1.45-1.55 (m, 2H), 1.30-1.56 (m, 18H), 0.84 (t, J=8.3 
Hz,3H). 

A suspension of 4-(aniinomethyl)-N-dodecylbenzamide hydrochloride (1.97 g) in AcOEt 
(100 mL) was wadied with a saturated aqueous solution of NaHCOa (50 mL). The organic 
layer was dried over MgS04 and evaporated to give the titie compound as a white solid (1.6 

g). 

St^ b) Formation ofN-dodetyl-4-f({l-fHtrifluoronwthyI)phenylJetf^l}amino)metl^0 
benzamide 
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At 0«C. to a solution of 4-(aininomethyl)-N-dodecylbenzamide (0.955 g) and 4-trifluoro 
acetophenone (0.564 g) in THF (20 mL) was added titanium tetraisopropoxide (1 .065 g). 
The resulting mixture was stirred for 1 h at rt. MeOH (4 mL) was added and the reaction 
mixture was chilled at 0°C. NaBH4 (0.227 g) was then added portion wise (rapid evolution 
of gas). After 1 h at rt, a IN aqueous solution of NaOH was added and the resulting 
reaction mixture was extracted with AcOEt (3x 50 mL). The combined organic layers were 
dried over MgS04 and evaporated to give a white solid (1.523 gj). 
Purification by flash chromatography on silica gel (40/60 AcOEt/c-Hex) gave the title 
compound as a white soUd (1.001 g, 68 %). M" (APCl): 491.2. HPLC (Condition A). Rt 
5.12 min (HPLC purity: 96.6 %). NMR (CDCI3, 300 MHz) 5. 7.10-7.71 (m. 8H), 4.93 
(br s, IH). 3.90-3.96 (m, IH), 3.70 (br s, IH), 3.42 (s, 2H). 3.32 (s, 2H). 1.42-1.55 (m, 2H). 
1.10-1.43 (m, 21H), 0.86 (m, 3H) 

Step c) Formation of ethyl ({4-[(dodecylamino)carbonyl]benzyl}{l-[4-(triflt*oromethyl) 
phenyl]ethyl}amino)(oxo)acetate 

The same procedure as employed for the preparation of Example 1 (step b) using 
N-dodecyl-4-[({l-[4-(trifluoromethyl)phenyl]ethyl}amino)methyl] benzamide gave the title 
compomid as a colorless oil (80 %). >H NMR (CDCI3, 300 MHz) 5 7.55-7.64 (m, 4H), 7.38 
(m, 2H). 7.13 (m, 2H), 5.81-6.00 (m, 11^, 4.30-4.75 (m, 2H). 3.41 (m, 2H), 1.41-1.70 (m. 
6H), 1.10-1.40 (m, 19H), 0.86 (m, 3H). 

Step d) Formation of({4-[(dodecylamino)carbonyl]benzyl}{l-[4-(trifluoromethyl) 
phenyl] etlQfl}amtno)(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) using ethyl ({4- 
[(dodecylamino)carbonyl]benzyl} {l-[4-(1rifluoromefliyl)phenyl]ethyl}amino)(oxo) acetate 

gave the title compound as a colorless oil (95 %). 'H NMR (DMSO-d6. 300 MHz) 8 8.24- 
8.41 (m, IH), 7.78-8.28 (m, 8H), 7.15 (q, 0.4H, J=5.5 Hz), 5.13 (q. 0.6H, J=6.9 Hz). 4.38- 
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4.65 (m, 1.4H), 4.10-4.22 (m, 0.6H), 3.08-3.27 (m, 2H), 1.37-1.60 (m. 5H), 1.10-1.35 (m, 
18H), 0.84 (t, 3H. J=6.7 Hz). M-(LC/MS(ESI)): 560.9; M^(LC/MS(ESI)): 562.9 
HPLC (Condition A), Rt 6.36 min (HPLC purity: 99.6 %).Analysis calculated for 
C3iH4oF3N204-0.1 H2O: C, 65.96; H, 7.36; N, 4.96%. Found: C. 65.92; H, 7.41; N, 4.89% 

Pvam ple 224- f f4-rfdodecv1amino^cafbon vl1benzvlHl-r4-ftrifluorometfavl>phenYl1ethYl}- 
aTniiinVfoxo^>i«etic acid. N-methvl-D-gluc amme (i.e. l-deoxv-l-fmethvlamino^gtucitol) 

salt 

The same procedure as employed in the preparation of Example 2 using ({4- 
[(dodecylamino)carbonyl]benzyl} { l-[4-(trifluoromethyl)phenyl]ethyl}amino)(oxo)acetic 
acid and N-methyl-D-glucamine gave the tifle compound as a white powder (95 %). M" 
(LC/MS(ESI)): 560.9; M*(LC/MS(ESI)): 562.9. HPLC (Condition A), Rt: 6.38 min (HPLC 
purity: 99.8 %). Analysis calculated for C3iH4oF3N204.C7Hi8N05-0.7 H2O: C, 59.24; H, 
7.77; N, 5.45%. Found: C, 59.36; H, 7.90; N, 5.43% 

Example 225! fri4'-rfoctvlamino')carhonvn-l.l'-b iphenvl-4-vnmethvl')r4-(trifluoro- 

methvl')benzvl1amino }<' oxoWetic acid 

Step a) Preparation of tert-butyl-4-bromobenzoate 

To a stirred solution of 4-bromobenzoic acid (100 g, 0.5 mol) in dry CH2CI2 (1.5 L) was 
added sUver carbonate (275 g, 1 mol) and molecular sieves (4A, 100 g). The reaction 
mixture was cooled to O^C and then ^er/-butyl bromide (115 mL) was added dropwise over 
a period of 45 min. The reaction mixture was allowed to stir at Rt for 20 h and filtered off 
the solid. The filtrate was washed wife an aqueous solution of NaHCOa (10 %), water, 
brine and dried. The solvent was removed under vacuum to the title compound (100 g, 79 
%) as colorless liquid. 



St^ b) Preparation oftert-butyl 4'-me1ityl-l.l'-biphenyl-4-carboxylate 
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To a solution of /er^butyl"4-b^omobenzoate (48 g, 0.186 mol), 4-tolyl-benzeneboronic acid 
(25.3 g, 0.186 mol), NaaCOa (200 g in 500 mL of water) in toluene (750 mL) under Na was 
added Pd (PPh3)4 (10.7 g, 0.009 mol) and reaction mixture was refluxed for 10 h. After 
cooling to rt, organic layer was separated and aqueous layer was extracted wifli EtOAc (2x 
200 mL). The combined layer was washed with brine and concentrated. The crude was 
purified by coliram chromatography over silica gel (pet. ether/e&ylacetate, 4:1) to give tert- 
butyM- (4-tolyl) benzoate (40g, 80%) as a solid. 

Step c) Preparation oftert-butyl 4'(bromomethyl)-l,r-biphenyI-4-carboxylate 
A mixture oftert-hntyl 4'-methyl-l,r-biphenyl-4-carboxylate (40.0 g, 0.15 mol), NBS 
(32.0 g, 0.18 mol) and benzoylperoxide (5.0 g) in CCI4 (600 mL) was heated to reflux for 6 
h imder N2. After cooling to rt, solid was filtered and concentrated under vacuum to give 
crude product. The crude solid was washed wifli PetEther / chloroform to give the title 
compoimd as solid (40 g, 78 %). 

Step d) Preparation oftert-butyl4''(aminomethyl)-lJ'-biphenyU4'Carboxylate 
To a solution of tert-butyl 4'-(bromomethyl)-l,r-biphenyl-4-carboxylate (35.0 g) in 
methanol (1 L) at -30°C was purged ammonia gas for 2 h. The reaction mixture was then 
allowed to stir at 0*^C for 30 h. The solid precipitate was filtered off, washed with water (2x 
1 L), dried imder suction. The solid was recrystallised fi:om methanol to the title compound 
as white solid (20 g, 71 %). 

Step e) Formation of tert-butyl 4'-({[4'(trifluoromethyl)benzyl]amino}methyl)-l,r' 
biphenyU4'CarbojQ^late 

To a solution of terZ-butyl 4 -(aminomettxyl)-l,r-biphenyl-4-carboxylate (2.0 g) and 4- 
(trifluormethyl)-ben2aldehyde (0.88 mL) in DCE (40 mL) was added at once sodium 
triacetoxyborohydride (1.904 g). The resulting mixture was stirred for 14 h at rt. Water (50 
mL) was added and the mixture extracted wifti DCM (3x). The combined organic layers 
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were washed with water (50 mL), Ihen dried over MgS04, evaporated off to give a yellow 
oil. This crude was purified by flash chromatography (c-Hex/AcOEt 4/1) to give the title 
compound as a white powder (1.30 g, 43 %). (LaMS(ESI)): 442.02 
HPLC (Condition A), Rt 4.25 min (HPLC purity : 93.7 %). NMR (DMSO, 300 MHz): 
5 7.97 (d, 2H, J=7.9 Hz), 7.80 (d, 2H. J=7.9 Hz), 7.69 (d, 2H, J=8.3 Hz), 7.60 (d, 2H, J=7.9 
Hz), 7.48 (d, 2H, J=7.9 Hz), 3.79 (s, 2H), 3.74 (s. 2H), 1.56 (s, 9H). 

Step J) Formation oftert-butyl 4'-({[ethoxy(oxo)acetyl][4-(trifluoromethyl)benzyl]amino}- 
methyiyi, 1 '-biphenyl-4-carboxylate 

To a solution oftert-butyl 4'-({[4-(trifluoromethyl)benzyl]amino}methyl)-l,r-biphenyl-4- 
carboxylate (1.29 g) and triethylamine (0.81 mL) in cold anhydrous DCM (40 mL) was 
added dropwise a solution of ethyl oxalyl chloride (0.49 mL, in anhydrous DCM (2 mL)). 
The resulting mixture was stirred for 2h then water was added. After extraction witii DCM 
(3x 50 mL), the combined organic layers were washed with water (3x 30 mL), dried on 
MgS04 and evaporated to give a yellow oil (1.44 g). This crude product was purified by 
flash chromatography over silica gel (c-Hex/AcOEt 6/1 then 4/1) to give the title compound 
as yellow oil (1.38 g, 79 %). (LC/MS(ESI)): 542.0; M" (LC/MS(ESI)): 540.8. HPLC 
(Condition A), Rt: 6.67 min (EiPLC purity: 90.9 %) 

Step g) Formation of4'-({[ethoxy(oxo)acetyl][4-(trijluoromethyl)benzyl]amino}methyl)- 
l,r-biphenyl-4-carbaxylic add 

To a solution of fert-butyl 4'-({[ethoxy(oxo)acetyl][4-(trifluoromethyl)benzyl] 
amino}methyl>l,l'-biphenyl-4-carboxylate (1.37 g) in DCM (15 mL) was added TFA (15 
mL). The resulting mbtture was stirred for 30 mm. Evaporation of the solvents gave the 
title compound as a colorless oil (1.10 g, 67 %). M* (LC/MS(ESI)): 486.1; M" 
(LC/MS(ESI)): 484.6. HPLC (Condition A), Rt: 4.13 min (HPLC purity: 91.7 %) 
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^HNMR (DMSO, 300 MHz) 5 7.94 (d, 2H, J=7.9 Hz), 7.72-7.61 (m, 6H), 7.42 (d, IH, 
J=7.9 Hz). 7.33 (t, 2H, J=7.5 Hz), 7.25 (d, IH, J=8.3 Hz), .4.49 (m, 4H), 4.20 (m, 2H), 1.10 
(m, 3H). 

Step h) Formation of ethyl {({4'-[(octylamino)carboriyl]-JJ'-bipkenyl-4-yl}methyl)[4- 
(trifluoromethyl)benzyl]amino}(oxo)acetate 

To a solution of 4'-({[efhoxy(oxo)acetyl][4-(trifluoK)mefliyl)benzyl]anuno}methyl)-l,r- 
biphenyl-4-carboxylic acid (100 mg), EDC (47 mg) and HOBt (28 mg) in DCM (4 mL) 
was added octylamine (0.041 mL). The resulting reaction mixture was stirred for 3h. DCM 
(15 mL) and an aqueous solution of HCl (IN, 10 mL) was added. The aqueous layer was 
extracted with DCM (3x15 mL). The combined organic layers were washed with a 
saturated solution of NaHCOa (15 mL) and dried over MgS04. Evaporation of the solvents 
gave an oil which was purified by flash chromatography over silica gel (c-Hex/AcOEt 2/1) 
to give the title compound as a colorless oil (41 mg, 33 %). M^ (LC/MS(ESI)): 597.8; M" 
(LC/MS(ESI)): 595.0. HPLC (Condition A), Rt: 6.61 min (HPLC purity: 99.87 %) 

St^ i) Formation of{({4'-[(octylamino)carbonyl]-l.l'-biphenyl-4-yl}methyl)[4- 
(trifluoromethyl)benzyl]amino}(oxo)aceticacid 

The same procedure as employed in the preparation of Example 1 (step e) using ethyl {({4'- 

[(octylamino)carbonyl]-l,l'-biphenyl-4-yl}methyl)[4-(trifluoromethyl)benzyl] 

amino} (oxo)acetate gave the title compound as a colorless oil (77 %). 

M^ (LC/MS(ESI)): 570.5; MT CLC/MS(ESI)): 567.5. HPLC (Condition A), Rt: 5.70 min 

(HPLC purity: 97.7 %). *H NMR (CDCI3, 300 MHz) 8 7.72-7.17 (m, 12H), 6.45-6.26 (m, 

IH), 4.47 (s, 4H), 3.41 (s, 2H). 1.56-1.18 (m. 12H), 0.81 (m, 3H). 
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Rvain p1e226: nxofr4-tetradec-1-vnvlbenz v l^r4-rtrifluoromethvl^benzvl1amino>aceti^ acid 
Stq> a) Formation ofN-(4-bromobenzyl)-N-[4-(trifluoromethyl)benzyl]amine hydro- 
chloride 

A solution of 4-bromobenzaldehyde (5.81 g, 31.4 mmol) and 4-(trifluorometiiyl)- 
benzylamine (5.00 g, 28.6 mmol) in toluene (100 mL) was heated at reflux for 75 min wilh 
azeotropic removal of water. The toluene was evaporated off under reduce pressure. The 
residue was taken up in methanol (100 mL) and cooled to 0°C. NaBH* (2.16 g, 57.1 mmol) 
was added portionwise and Ae reaction mixture was stirred at 0°C for 1 .5h. The reaction 
mixture was poured into water (200 mL)/brine (200 mL) and extracted with EtjO (500 mL 
and 200 mL). The organic layers were washed with brine, combined and dried over 
MgS04. The solvent was removed under reduce pressure. The residue was diluted with 
EtaO (200 mL) and HCl (IN in EtjO, 40 mL) was added. A white soUd precipitated out. 
Filtration, washing with EtaO (3x20 mL) and drying under vacuum at 50°C for 18 hrs gave 
the title compound as a white solid (9.74 g, 89 %). NMR (DMSO-d,, 300 MHz) 8 9.77 
(s, 2H), 7.82 (d, 2H, J=8.5 Hz). 7.76 (d, 2H, J=8.5 Hz), 7.64 (d, 2H, J=8.3 Hz), 7.51 (d, 2H, 
J=8.3 Hz), 4.25 (s, 2H). 4.17 (s, 2H). M"(LC/MS(ESI)): 344.1. HPLC (Condition A), Rt: 
3.16 min (HPLC purity: 99.7 %). 

St^ b) Formation of ethyl {(4-bromobenzyl)[4-(trifluoromethyl)benzyl]amino}(oxo) 
acetate 

The same procedure as employed for the preparation of Example 1 (step b) using 
N-(4-bromobenzyl)-N-[4-(trifluorome1hyl)benzyl]amine gave the title compound as a white 
solid (83 %). NMR (CDCI3, 300 MHz) 5 7.63 (m, 2H), 7.51 (m, 2H), 7.40 (d, IH, J=7.9 
Hz), 7.34 (d, IH. J=7.9 Hz), 7.16 (d, IH, J=8.3 Hz), 7.11 (d, IH. J=8.3 Hz), 4,55 (s, IH), 
4.47 (s, IH), 4.41-4.32 (m, 4H), 1.36 (m, 3H). M*(LC/MS(ESI)): 444.0, M-(LC/MS(ESI)): 
442.1. HPLC (Condition A), Rt 5.99 min (HPLC purity: 99.1 %). 
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Step c) Formation of ethyl oxo{(4'tetradec-l-ynylbenzyl)[4-(tnfluoromethyl)benzyl] 
aminojacetate 

A mixture of ethyl {(4-bromobeiizyl)[4-(trifluoiomefliyl)henzyl]anuno}(oxo)acetate (100 
mg, 0^3 mmol), 1-tetradecyne (66 mg, 0.34 mmol), coppet(I) bromide (4.5 mg, 0.031 
nunol) and palladium tetrakis(triphenylphosphine) (1 1 mg, 0.0095 mmol) in EtsN (1 mL) 
was heated at PO^C for 75 min. After cooling to rt, the reaction mixture was diluted with an 
aqueous HQ solution (IN, 10 mL) and extracted with BtzO (2x20 mL). The combined 
organic layers were dried over MgS04 and the solvent was removed under reduce pressure. 
The residue was purified by flash chromatography (cyclohexTEtiO 4:1) to give the title 
compound as yellow oil (63 mg, 50 %). NMR (CDQa, 300 MHz) 8 7.61 (m, 2H), 7.33 
(m, 4H), 7.14 (m, 2H), 4.51 (s, IH), 4.47 (s, IH), 4.34 (m, 4H), 2.40 (m, 2H). 1.58-1.26 (m, 
23H). 0.88 (m, 3H). HPLC (Condition A), Rt: 8.21 min (HPLC purity: 99.3 %). 

Step d) Formation of the oxo{(4-tetradec-l-ynylbenzyl)[4-(trifluoromethyl)benzyl]-amino}- 
acetic add 

The same procedure as employed in the preparation of Example 1 (step e) using ethyl 
oxo{(4-tetradec-l-ynylbenzyl)[4-(trifluoromethyl)benzyl] amino}acetate gave the title 
compound as a pale yellow oil (77 %). NMR (CDCI3. 300 MHz) 8 7.60 (m, 2H), 7.34 
(m, 4H), 7.12 (m, 2H), 5.01 (s, IH), 4.95 (s, IH), 4.57 (s, IH), 4.53 (s, IH). 2.38 (m, 2H), 
1.57 (m, 2H), 1.41 (m, 2H), 1.24 (brs. 16H), 0.86 (m. 3H). M^(LC/MS(ESI)): 528.0. HPLC 
(Condition A), Rt: 7.85 min (HPLC purity: 98 %). 



p^fim ple 227; fr4-dodec-l-vnvlbenzvnr4 -rtrifluoromethvnbenzvl1aminoKoxo)acetic acid 
Step a) Formation of ethyl {(4-dodec-l-ynylbenzyl)[4-(trifluoromethyl)benzylJ amino} 
(oxo)acetate 

The same procedure as employed in the preparation of Example 226 (step c) using 1- 
dodecyne gave the title compound as a pale yellow oil (21 %). 'H NMR (CDCI3, 300 MHz) 
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5 7.58 (m. 2H), 7.32 (m, 4H), 7.13 (d, IH. J=8.2 Hz). 7.09 (d, IH, J=8.1 Hz), 4.48 (s, IH), 
4.44 (s, IH), 4.31 (m, 4H), 2.38 (dt, 2H, J=7.0, 1.3 Hz). 1.57 (m, 2H), 1.41 (m, 2H), 1.33- 
1.24 (m. 15H). 0.85 (t, 3H. J=6.7 Hz). HPLC (Condition A), Rt: 7.87 min (HPLC purity: 
99.9 %). 

Step b) Preparation of {(4-dodec-liynylbenzyl)f4-(trifIuorpmethyl)benzylJamino} (oxo)- 
acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) using ethyl {(4- 
dodec-l-ynylbenzyl)[4-(trifluoromethyl)benzyl]amino} (oxo)acetate g^ve the titie 
compound as a pale yellow oil (95 %). 'H NMR (CDQa, 300 MHz) 5 8.78 (brs, IH), 7.53 
(m. 2H), 7.28 (m, 4H), 7.08 (m, 2H), 4.81 (brs, IH), 4.74 (brs, IH), 4.47 (m, 2H), 2.36 (m, 
2H), 1.57 (m, 2H), 1.41 (m, 2H), 1.25 (brs, 12H), 0.86 (t, 3H, J=7.0). M-(LC/MS(ESI)): 
499.9. HPLC (Condition A), Rt: 7.36 min (HPLC purity: 99.3 %). 

Fvam ple 22R! ^ f4-^fdo< ^«fivlaTn^T^Q^ carhonvnben 7:vn r4-ftrifluoromethvl^henvn amino >- 
foxo^acetic acid 

S'te/? a) Preparation ofN-dodecyl-4-({[4-(trifluoromisthyl)phenyl]amino}methyl) benzamide 
To a solution of N-dodecyl-4-formyl-benzamide (Example 10, step a) (1.00 g, 3.115 
mmol), acetic acid (0.227 g, 3.78 mmol) and 4-trifluoromethyl-phenyIamine (0.609 g, 3.78 
mmol) in DCE (25 mL) was added at once NaBH(OAc)3 (0.801 g, 3.78 mmol). The 
resulting mixture was stured overnight at 70°C. A saturated solution of NaHCOa (10 mL) 
was added to the reaction mixture, the aqueous layer was separated and detracted with 
DCM (3x 50 mL). The combined organic layers were dried over MgS04, filtered and 
concentrated to give a colorless oil. This crude product was purified by column 
chromatography over silica gel (4/1 c-Hex/AcOEt to 3/1 in about 0.5h) to give the title 
compound as a colorless oil (0.824 g, 63 %). 'H NMR (CD3OD, 300 MHz) 5 7.74 (d, 2H. 
J=8.3 Hz), 7.43 (d, 2H, J=8.3 Hz). 7.29 (d, 2H, J=8.7 Hz), 6.63 (d, 2H, J=8.3 Hz). 4.42 (s. 
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2H), 3.35 (m. 2H), 1.58 (m, 2H), 1.27 (m. 18H), 0.88 (m, 3H). M"(LC/MS(ESI)): 463.0; M" 
(LC/MSOESI)): 461.3. HPLC (Condition A), Rt: 6.84 min (HPLC purity. 98.5 %). 

fc; Preparation of ethyl {{4-[(dodecylamino)carbonyl] benzyl} [4-(trifluoromethyl) 
phenyl] amino}(oxo)acetate 

The same procedure as employed for the preparation of Example 1 (step b) using 
N-dodecyl-4-({[4-(trifIuoromettiyl)phenyl]amino}methyl) benzamide gave the title 
compound as a colorless oil (56 %). *HNMR (CDCI3, 300 MHz) 8 7.68 (m, 2H), 7.57 (m, 
2H), 7.27 (m, 2H), 7.17 (m, 2H), 6.04 (s, IH), 4.59 (s, 2H), 4.03 (m, 2H), 3.41 (m, 2H), 
1.55 (m. 2H), 1.24 (m, 18H). 1.00 (m, 3H), 0.87 (m, 3H). M*(APCI): 563.2 ; M-(APCI): 
561.2. HPLC (Condition A), Rt: 6.74 min (HPLC purity: 98.7 %). 

Step c) Preparation of {{4-[(dodecylamino)carbonyl] benzyl} [4-(trifluoromethyl)phenyl] 
amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (sXep c) using ethyl { {4- 
[(dodecylamino)carbonyl]benzyl} [4-(trifluoromethyl)phenyl]amino} (oxo)acetate and 
lithium hydroxide dihydrate gave the title compound as a white solid (89 %). 'H NMR 
(DMSO-d«, 300 MHz) 8 8.39 (s, IH), 7.77 (m, 4H), 7.45 (d, 2H, J=7.9 Hz). 7.27 (d, 2H, 
J=7.5 Hz), 5.07 (s. 2H). 3.20 (m, 2H). 1.48 (m, 2H), 1.28 (m, 18H), 0.84 (t. 3H, J=5.9 Hz). 
M"(APCI): 489.2 (M-CO2). HPLC (Condition A), Rt: 6.44 min (HPLC purity: 97.4 %). 

Rvfltn ple 229: ri4-rrdo( ^pi'yl«"iiiin> carhonvl1ben zvUf2-methoxvDhenvnamino1foxo^acetic 
acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
stqp a, 4-chlorometh3dbenzoyl chloride in step b and 2-mefhoxyaniline in stq> c gave the 
titie compound as a yellow oil (1.9 mg). M-(LC/MS(ESI)): 495.2; M^(LC/MS(ESI)): 497.2 
HPLC (Condition A), Rt: 6.00 min (HPLC purity: 90.2 %). 
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RvaTn ple230:rfl.2-diphenvlethvnM-r(dodecvlaimno^c aAonvl1benzvlUminoyo^ 
acid 

The same procedure as eiiq)loyed in the preparation of Example 28 using dodecylamine in 
step a, 4-chloromethylbenzoyl cWoride in step b and 1,2-diphenylethylamine in step c gave 
tiie title compound as a colorless oil (6.3 mg). M-(LCyMS(ESI)): 570.5; M"(LC/MS(ESI)): 
571.0. HPLC (Condition A), Rt: 6.60 min (HPLC purity: 94.4 %). 

F.vam ple 231 ? >I4'carboxv o arhnnvlVN-{4-r(dodecvlamino^caifaonvnbenzyl|-L- 
phenvlalanine 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4-chloromethylbenzoyl chloride m step b and L-phenylalanine t-butyl ester 
hydrochloride in step c gave the title compound as a yellow oil (8.0 mg). M"(LC/MS(ESI)): 
537.0; M^(LC/MS(ESI)): 539.2. HPLC (Condition A), Rt: 5.82 min (HPLC purity: 89.2 
%). 

Rvani ple23?! p^4.rrdodecvlamino^car fa onv11benzvlU3-T>henoxvphenvnamino1(oxo)acetic 
acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4-chloromethylbenzoyl chloride in step b and 3-phenoxyaniline in step c gave the 
title compound as a yellow oil (2.4 mg). M*^(LC/MS(ESI)): 559.2. HPLC (Condition A). Rt: 
6.50 min (HPLC purity: 89.9 %). 

T?.^».iTi p1e233:rf4-r(dodecvlamino'>caib oiivl1benzvlU2-isoprop6xvphenvl')amino1- 
(n-»n)«cetic acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4-chloromethylbenzoyl chloride in step b and 2-isopropoxy aniline in step c gave the 
title compound as a colorless oU (6.7 mg). M-(LC/MS(ESI)): 523.2; M^(LaMS(ESI)): 
524.2. HPLC (Condition A), Rt: 6.33 min (HPLC purity: 91.7 %). 
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Kyam ple 234: rf4-r(dQdecvlamino'>carbonvllbeiizvllf4-iodophenvl'>amino1(oxo^acetic acid 
The same procedure as employed in tilie preparation of Example 28 using dodecylamine in 
step a, 4-chloromethylbenzoyl chloride in step b and 4-iodoaniline in step c gave the title 
compound as a colorless oil (7.2 mg)- M^(LC/MS(ESI)): 592.7. HPLC (Condition A), Rt: 
6.34 min (HPLC purity: 81.9 %). 

Rvflm ple 235: n4-rfdodecvlamino^carbonvnbenzvnr3-fluo ro-4-ftrifluoromethvlV 
fien7r yl]aminoUoxoWetic acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4-chloromethylbenzoyl chloride in step b and 3-fluoro-4- 

(trifluoromethyl)benzylamine in step c gave the title compound as a colorless oil (2.7 mg), 
M (LC/MS(ESI)): 564.9; ]Vr*"(LC/MS(ESI)): 566.9, HPLC (Condition A), Rt: 6.58 min 
(HPLC purity: 88.5 %). 

Exam ple 236: ff3-chloro-2-methvlphenvlM4-rfdodecvlamino^carbonv nbenzvU-> 
amino Voxo'^acetic acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4-chloromethylbenzoyl chloride in step b and 3-chloro-2-methylaniline in step c 
gave the title compound as a colorless oil (3.3 mg). M^(LC/MS(ESI)): 515.5. HPLC 
(Condition A), Rt: 6.38 min (HPLC purity: 92.9 %). 

Fvam ple 237: 4'-ffcarboxvcarbonvn{4-rfdodecvlamino^carbonvnbenzvl>aminoVl,l'- 
bi phenvl-2-c flrbnxvlic acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4-chloromethylbenzoyl chloride in step b and 4-(2-methoxycarbonylphenyl)aniline 
in step c gave the title compound as a white solid (3.9 mg), M'(LC/MS(ESI)): 585.5; 
M*"(LC/MS(ESI)): 586.9. HPLC (Condition A), Rt: 5.96 min (HPLC purity: 67.6 %). 
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Pvatn ple 238: (p /l-riicWorobeP^nM-rfdodec v1 a mm o >caifaonYl1b enzYl}^o)(oxo>acetic 
acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4-chloromethyIbeiizoyl chloride in step b and 2.4-dicWoroben2ylamine in step c 
gave flie title compound as a colorless oil (7.1 mg). M-(LaMS(ESI)): 546.9; 
M*-(LC/MS(ESI)): 549. HPLC (Condition A), Rt: 6.70 min (HPLC purity. 92.1 %). 

P.r«m ple239:r{^-rfdodecvl3tnino^carbon v 11benzviUl-phenvlpropvnamino1(oxo)acetic 
acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4-chloromethylbenzoyl chloride in step b and 1 -phenyl-propylamine in step c gave 
the title compound as a colorless oil (3.6 mg). M-(LC/MS(ESD): 507.1; M^(LC/MS(ESI)): 
509.2. HPLC (Condition A), Rt: 6.41 min (HPLC purity: 95.2 %). 

T?.vamnle240: (p-r4-chloroph e nvl\nropvni4-rfdodecvlamino)caTbonyl1benzyl}amino)- 
foxo'tacetic acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a. 4-chloromethylbeii2oyl chloride in step b and 2-(4-chloro-phenyl)-propylamine 
hydrochloride in step c gave the title compound as a colorless oil (8.1 mg). M" 
(LC/MS(ESI)): 541.0; M^(LC/MS(ESI)): 543.0. HPLC (Condition A), Rt: 6.67 min (HPLC 
purity: 86.2 %). 

nTfflTti ple 241 • f {A.ffdodecYl«"i^"Q^carb Q nvnbenzvlU4-isOTOOPOXVPhenvl)aminQl- 
foxo^acetic acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4-chloromethylbenzoyl chloride in step b and 4-isopropoxyamline in step c gave the 



wo 03/064376 



PCT/EF03/00808 



-159- 

title compound as a colorless oU (5.8 mg). M^(LC/MS(ESI)): 525.2. HPLC (Condition A), 
Rt: 6.36 min (HPLC purity: 77.3 %). 

am ple 24?-; rr4-A?enzvloxv^henvni4-rfdodecv laTnino^carbonvnben2vUainino> 
foxo^acetic acid 

The same procedure as employed in the prqiaration of Example 28 using dodecylamine in 
step a, 4-cWorome&ylbenzoyl chloride in step b and 4-benzyloxyamline hydrochloride in 
step c gave the title compound as a colorless oil (4.8 mg). M"(LC/MS(ESO): 571.0; 
M*^(LaMS(ESI)): 573.5. HPLC (Condition A), Rt: 6.54 min (HPLC purity: 71.9 %). 

Exam ple 24:^; ^l4-rrdodecv1amino^carbonvl1benzvnr2-rtrifl iioromethvnbenzvl1amino>T 
(oxo'tacetic acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4-chloromethylbenzoyl chloride in step b and 2-(trifluoromethyl)benzylamine in 
step c gave the title compound as a white solid (4.7 mg). M"(LC/MS(ESI)): 547.2; 
M^(LC/MS(ESr)): 549.2. HPLC (Condition A), Rt: 6.52 min (HPLC purity: 94.8 %). 

BvnTn ple244; rf4-rfdodecvlamino'>carbonvnbenzvlU2-me thoxvbenzvnamino1(oxo^acetic 
acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4-chloromethylbenzoyl chloride in step b and 2-methoxybenzylamine in step c gave 
the title compound as a colorless oil (3.9 mg). M-(LC/MS(ESI)): 509.1; M'(LC/MS(ESI)): 
51 1.0. HPLC (Condition A), Rt: 6.20 min (HPLC purity: 78.4 %). 

Tt^fliti ple 245: frriRVl-r4-chloroDheD vnethvni4-rrdodecvlamino'>carbonvnbenzvU- 
atninoVoxo'tacetic acid 

The same procedure as employed in the preparation of Example 28 using dodecjdamine in 
step a, 4-chloromethylben2oyl chloride in step b and (lR)-l-(4-chlorophenyl)ethanamine in 
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step c gave &e title compound as a colorless oil (3.0 mg). M-(LC/MS(ESD): 527.0; 
M"(LaMS(ESI)): 529. HPLC (Condition A), Rt: 6.50 min (HPLC purity. 93.4 %). 




The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4.chloromethylbenzoyr chloride in step b and 3,4-dichlorobenzylamine in step c 
gave L title compound as a colorless oil (8.6 mg). M-(LC/MSCESI)): 546.9; 
M^(LaMS(ESI)): 550.7. HPLC (Condition A). Rt: 6.65 min (HPLC purity. 91.6 %). 

Pvatn ple 247: ((1 -hen7.othiei - ^-v1methvn^4-rrdodecylammo)carbonyl1benzyl>- 
aTninoVox »)acetic acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4-chloromethylbenzoyl chloride in step b andbenzo[b]thiophen-3-yhnethylamine in 
step c gave the title compound as a colorless oil (5.3 mg). M-(LCA1S(ESI)): 535.0; 
M^(LaMS(ESI)): 536.9. HPLC (Condition A), Rt: 6.48 min (HPLC purity: 87.9 %). 

Pvntn ple 248- (p-r?, 6-dichlni^phenvneth vl l ^4-frdodecvlamiTio^carbonvl1-benzyn amino)- 
(mfft^acetic acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4.chloromethylbenzoyl chloride in step b and 2,6-dichlorophenethylamine in step c 
gave flie title compound as a colorless oil (5.1 mg). M-(LC/MS(ESI)): 560.9; 
M'(LC/MS(ESI)): 565.0. HPLC (Condition A), Rt: 6.52 min (HPLC purity 87.0 %). 

«^livnanu "")('^Tf "^acetic acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4-chloromethylbenzoyl chloride in step b and 2-(3-trifluormethylphenyl)-ethylamine 
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in step c gave the title compound as a yellow oil (6.1 mg). ]Vr(LC/MS(ESI)): 561 .0; 
M^(LC/MS(ESI)): 563.7. HPLC (Condition A), Rt: 6.59 min (HPLC purity: 83.9 %). 

VM«mo\e 250: {{4-rfdodecvlaiTiiTio^carbo n v11benzvlU2-f3-fluorophenvnethvl1aniino}- 
(oxo'^acetic acid 

The same procedure as employed in the preparation of Example 28 using dodecylamme in 
step a, 4-chloromethylbenzoyl chloride in step b and 3-fluorophenethylamine in step c gave 
the title compound as a white solid (4.1 mg). M-(LC/MS(ESD): 511.0; M"(LC/MS(ESI)): 
513. HPLC (Condition A), Rt: 6.30 min (HPLC purity: 84.2 %). 

Fxam ple 25? ' r[nSVl-f4-fiTilorophenvn ethvn(4-rrdodecvlamino^caibonvn-benzvU- 
flTnino'^ro v f»)acetic acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4-chloromethylbenzoyl chloride in step b and (lS)-l-(4-chlorophenyl)ethanamine in 
step c gave the title compound as a coloriess oil (12 mg). M-(LC/MS(ES1)): 527.0; 
Wr(LC/MS(ESI)): 529. HPLC (Condition A), Rt: 6.50 min (HPLC purity: 93.0 %). 

Pvam ple 252 ' { {A-frdndecvlaTnino^carbo n vUbenzvU rdSVl-phenylelfavnamino} (oxo)- 
acetic acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4.chloromelJiylbenzoyl chloride in step b and (lS)-l-phenylethanamine in step c 
gave the title compound as a pale yellow powder (96 mg). M*(LC/MS(ESI)): 493.3; 
M*(LC/MS(ESI)): 495.2. HPLC (Condition A), Rt: 6.25 min (HPLC purity: 92.2 %). 

Pvamole 25?- ( {4-frdodecvlamino^caiboTivnbenzvB Fd RVl -phenylethvUamino} (p xo)- 
acetic acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4.chloromethylbenzoyl chloride in step b and (lR)-l-phenylethanamine in step c 
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gave the title compound as a pale yellow oil (43 mg). M-(LC/MS(ESI)): 493.0; 
M^(LC/MS(ESI)): 495.2. HPLC (Condition A), Rt: 6.26 min (HPLC purity. 91.3 %). 

Ficam ple 25^- (p,fhenzvl mcvVlienvni4-rrdodecvlamino^carbonvi1benzvU- 
atniTioVnyo'tacetic acid 

The same procedure as employed in the preparation of Example 28 using dodecylamine in 
step a, 4-chloromethy]benzoyl chloride in step h and 3-(benzyloxy)aniline in step c gave 
the title compound as a white solid (10.4 mg). 1^(LC/MS(ESI)): 572.9. HPLC (Condition 
A), Rt: 6.53 min (HPLC purity: 89.2 %). 

Kxam ple 2^^: N-rcarboTcvcarbonvlVN-l4-rfdod ecv1amino^carbonvnbenzvU-D- 
plienvlalanine 

The same procedure as employed in the preparation of Example 28 usmg dodecylamine in 
step a, 4-chloromethylbenzoyl chloride in step b and D-phenylalanine t-butyl ester 
hydrochloride in step c gave the titie compound as a colorless solid (8.0 mg). M" 
(LC/MS(ESI)): 537.0; M*(LC/MS(ESI)): 539.0. HPLC (Condition A), Rt: 5.83 min (HPLC 
purity. 80.3 %). 

Kvam ple 25<^; / U-rrdodecvlamino^carb onvllphenvn r4-ftrifluorometiivl)benzYn- 
ainino}(oxQ'>acetic acid 

Step a) Preparation ofN-dodecyl-4-{[4-(trifluoromethyl)benzyl]amino}benzamide 
The same procedure as employed in the preparation of Example 228 (step a) usmg 4- 
amino-N-dodecylbenzamide (Example 150, step b) and4-(trifluorometiiyl)benzaldehyde 
gave the titie compound as colorless oil (74 %). 'H NMR (DMSO-d*, 300 MHz) 8 7.68 (d, 
2H, J=8.3 Hz), 7.47-7.60 (m. 4H). 6.53 (d. 2H, J=8.6 Hz), 4.41 (s, 2H), 3.31 (s, 2H), 3.14 
(t, 2H, J=6.8 Hz), 1.35-1.51 (m, 2H), 1.11-1.32 (m, 18H), 0.83 (t, 3H, J=6.7 Hz). HPLC 
(Condition A), Rt: 7.00 min (HPLC purity: 91.2 %). 
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Stq> b) Preparation of ethyl {{4-[(dodecylamino)carbonyl]phenyl}[4-(triJluoromethyl) 
benzyl] amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 1 (step b) using N-dodecyl- 
4-{[4-(trifluoromethyl)benzyl]aniino}benzamide gave the title compound as colorless oil 

(93 %). 

Step c) Preparation of {{4-[(dodecylamino)carbonyl] phenyl} [4-(tnfluoromethyl)b^^ 
amino}(oxo)acetic add 

The same procedure as employed in flie preparation of Example 1 (step e) using ethyl { {4- 
[(dodecylamino)carbonyl]plienyl}[4-(trifluoromethyl)ben2yl]amino}(oxo)acetate gave the 

title compound as colorless oil (96 %). NMR (DMSO-d«, 300 MHz) 8 8.5 (br s, IH). 
7.78 (d, 2H. J=8.3 Hz), 7.68 (d. 2H, J=7.9 Hz), 7.42 (d. 2H, J=7.9 Hz). 7.31 (d, 2H, J=8.3 
Hz), 5.08 (s. 2H), 3.15-3.22 (m, 2H). 1.37-1.52 (m, 2H), 1.1 1-1.32 (m. 18H). 0.83 (t, 3H. 
1=6.1 Hz). M^(LC/MS(ESI)): 535.0. HPLC (Condition A). Rt: 6.73 min (HPLC purity: 100 

%). 



p^g^ plP ?S7: i r4-rfdoHf.r.v1amino^ca rhonvllDhenvn r4-rtrifluoromethvl)benzyl1amino}- 
^^^^Yn^Ha ar.id. N-meth vl-n-glucamine (i .e. l -deoxv-l-(m ethYlamino)glucitol) salt 
20 The same procedure as employed in the preparation of Example 2 using { {4- 

[(dodecylamino)carbonyl]phenyl}[4-(trifluoromethyl)benzyl]amino}(oxo)acetic acid and 

N-mefhyl-D-glucamine gave the title compound as a white powder (97 %). 
lvf(LC/MS(ESI)): 535.4. HPLC (Condition A), Rt: 6.30 min (HPLC purity: 98.9 %). 
Analysis calculated for CajHsTFaNjOA-CTHiTNOs-l H2O: C, 57.82; H. 7.55; N. 5.62%. 
25 Found: C, 57.87; H, 7.58; N, 5.62% 



pvamnle 258: qva/ n ■r4-(triflu nmniethvl>Dhenvllethvnr4-(3-undecYl-l ,2,4-oxadiazol-5- 
yl )benzvl1amino>acetic acid 
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St^ a) Preparation oftert-butyl4-({[(l-aminododecylidene)arnino]axy}carbonyl) 
benzylcarbamate 

At CC, to a solution of boc-(4-aininoinethyl)-benzoic acid (5.000 g, 19.9 mmol), NMM 
(2.214 g, 21.89 mmol) in anhydrous THF (50 mL) was added diopwise isobutyl 
chlorofonnate (2.853 g, 20.89 nunol). The resulting mixture was stirred for 10 min, then N- 
hydroxydodecanimidamide (Example 23, step a) (6.398 g, 29.85 mmol) was added at once. 
After Ih the ice-water bath was removed and tiie mixture was stirred for 14 h at rL An 
aqueous solution of HCl (IN. 50 mL) was added and the mixture was extracted with AcOEt 
(3x 70 mL). The combined organic layers were washed with water (150 mL), dried over 
MgS04 and evaporated to give a white solid (9.2 g). This crude product was purified by 
flash chromatography over silica gel (cHex/AcOEt 4/1) to give the title compound as a 
white solid (7.91 g, 89 %). NMR (CDCI3, 300 MHz) 5 7.80 (d, 2H, J=8.0 Hz), 7.50 (t, 
IH, J=5.7 Hz) 7.32 (d. 2H, J=8.0 Hz), 6.42 (br s. IH), 6.27 (br s. IH). 4.20 (s, IH). 4.18 (s, 
IKO, 1.91-2.15 (m. 2H), 1.08-1.66 (m, 27H). 0.86 (t, 3H, J=6.9 Hz). M"(LaMS(ESI)): 
448.4; M-(LaMS(ESI)): 446.3. HPLC (Condition A), Rt: 5.74 min (HPLC purity: 96.7 %). 

Step b) Preparation oftert-butyl 4-(3-undecyl-1.2.4-oxadiazol-5-yl)benzylcarbamate 
The same procedure as employed in the preparation of Example 23 (step e) using tert-butyl 
4-({[(l-ammododecyUdene)amino]oxy}carbonyl)benzylcarbamate gave the title compound 
as a colorless oil (78 %). 'H NMR (CDQa. 300 MHz) 5 8.10 (d, 2H, J=7.9 Hz), 7.44 (d. 
2H, J=7.9 Hz), 4.97 (br s, IH), 4.41 (s, 2H), 2.81 (t, 2H, J=7.7 Hz), 1.71-1.91 (m, 27H), 
0.89 (t, 3H, J=6.8 Hz). HPLC (Condition A), Rt: 7.06 min (HPLC purity: 99.4 %). 

Stepc) Preparation ofl-fH3-imdecyl-l,2,4-oxadiazol-5-yl)phenylJmethanamine 
The same procedure as employed in the preparation of Ejcample 23 (step f) using tert-butyl 
4-(3-undecyl-l,2,4-oxadiazol-5-yl)benzylcaibamate gave the hydrochloride salt of Ihe title 
compound as a white soUd (98 %). A suspension of this soUd (2.085 g, 5.70 mmol) in 
AcOEt (100 mL) was washed twice with a saturated aqueous solution of NaHCOs (50 mL). 
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The organic layer was dried over MgSO* and evaporated to give the title compound as a 
white soUd (1.878 g). NMR (DMSO-de. 300 MHz) S 8.00 (d, 2H, J=8.3 Hz), 7.56 (d, 
2H, J=8.3 Hz), 3.79 (s, 2H), 2.72 (t. 2H. J=7.3 Hz). 1.60-1.76 (m, 2H), 1.10-1.40 (m, 18H), 
0.83 (t. 3H, J=7.0 Hz). M^(LCyMS(ESD): 330.3. HPLC (Condition A). Rt: 4.55 min (HPLC 
purity: 99.8 %). 

Step d) Preparation ofN-{l-f4-(trifluoromethyl)phenyUethyl}-N-f4-(3-und^ 
oxadiazol-5-yl)benzyl] amine 

The same procedure as employed in the preparation of Example 223 (step b) using l-[4-(3- 
undecyl-l,2.4-oxadiazol-5-yl)phenyl]methanamine gave flie title compound as a white solid 
(84 %). *H NMR (CDCI3, 300 MHz) 5 8.08 (d, 2H. J=8.3 Hz). 7.63 (d, 2H. J=8.3 Hz), 7.41 
(d, 2H. J=8.0 Hz), 7.46 (d, 2H, J=8.0 Hz). 3.90 (q, IH, J=6.7 Hz). 3.72 (s. IH), 3.70 (s, 
1^, 2.81 (t, 2H. J=7.7 Hz), 1.75-1.90 (m, 2H), 1.19-1.49 (m. 19H), 0.89 (t. 3H. J=6.8 Hz) 
HPLC (Condition A). Rt: 5.42 orin (HPLC purity: 93.2 %). 

Stepe) Preparation of ethyl oxo{{l-[4-(trifluorometm)phenyl]ethyl}[4-(3-undecyW^ 
oxadiazol-5-yl)benzyl]amino}acetate 

The same procedure as employed for the preparation of Example 1 (step b) using N-{l-[4- 
(trifluoromethyl)phenyl]ethyl}-N.[4-(3-undecyl-1.2,4-oxadiazol-5-yl)benzyl] amine gave 
the title compound as a colorless oil (93 %). HPLC (Condition A), Rt: 7.84 min (HPLC 
purity: 99.9 %). 

StepJ)Preparationofoxo{{l-[4-(tiifluoromethyl)phenyl]ethyl}[4^^^^ 
oxadiazol-5-yl)benzyl]amino}aceticacid 

The same procedure as employed in the preparation of Example 1 (step e) using ettiyl 
oxo{{l-[4-(trifluoromethyl)phenyl]ethyl}[4-(3-undecyl-1.2.4-oxadiazol-5-yl)benzyl] 

amino}acetate gave the title compound as a white soUd (91 %). 'H NMR (PMSO-ds, 300 
MHz) 5 7.97-7.1 1 (m, 8H), 5.56 (q, 0.35H. J=7.1 Hz), 5.15 (q, 0.65H, J=6.8 Hz), 4.31-4.71 
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(m, 2H), 2.65-2.79 (m. 2H), 1.43-1.77 (m, 5H), 1.06-1.38 (m, 16H), 0.83 (t. 3H, J=6.8 Hz). 
M-(LC/MS(ESI)): 571.9. HPLC (Condition A), Rt: 6.93 (HPLC purity: 99.9 %) 

Rvafii p1e259:ovoni-r4-rtriflunTOmethvl>p h«nv11ethvlU4-f3-undecvl-1.2.4-oxa^ 
ynViengn/naipiiin^acetic ac M. N-methvl-D-plucamine (i.e. l-deoxy-l- 
(methvlamj nn'tpliiciton salt 

The same procedure as employed in the preparation of Example 2 using oxo{ {l-[4- 
(trifluoromethyl)phenyl]ettiyl}[4-(3-undecyl-l,2,4-oxadia2ol-5-yl)benzyl]amino}ac^^ 
acid and N-methyl-D-glucamine gave the tide compound as a white powder (99 %). M" 
(LC/MS(ESI)): 572.5. HPLC (Condition A), Rt 6.90 min (HPLC purity: 99.4 %). 

aminoVox n'tacetic acid 

Step a) Formation of2-butyl-l-benzofiiran-3-carbaldehyde 

To a solution of DMF (59 & 0.805 mol) in anhydrous DCM (300 mL) was added slowly at 
O^C under Nz atmosphere phosphorous oxy-chloride (123 g. 0.84 mol). The mixture was 
stirred at rt for 2 h. To this was added slowly 2-butyl-l-benzofuran (35 g, 0.21 mol) in 
anhydrous DCM (100 mL). The reaction mixture was slowly heated to 60'*C for 72 h, 
cooled to rt and poured into ice and extracted with EtOAc. The organic layer was washed 
with water, brine and dried over MgS04. The solvent was removed under vacuum and the 
crude product purified by column chromatography over silica gel (PetEther / EtOAc) to 
give 2-butyl-l-benzofuran-3-carbaldehyde (30 g, 74 %) as a Ught brown liquid. 

St^ b) Formation of2-butyl-l'benzoJuran-3-carbaldehydeoxime 

To a mixture of 2-butyl-l-benzofuran-3-caibaldehyde (25 g, 0.124 mol) and sodium acetate 
(12.2 g, 0.124 mol) in methanol (100 mL) was added hydroxylamine hydrochloride (10.3 g, 
0. 149 mol) in water (25 mL) at 0°C. The mixture was stirred at rt for 2 h. Water (300 mL) 
was added to the reaction mixture and the product was extracted with EtOAc. The organic 
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layer was dried and concentrated under vacuum to give crude 2-butyH-benzo£uran-3- 
carbaldehyde oxime (25 g, 93 %) as a Ught brown liquid. 

Step c) Formation of(2-butyl-l-benzofuran-3-yl)methylamine hydrochloride 
To a suspension of LiAlH4 (6.6 g, 0.173 mol) in anhydrous THF (400 mL) was added a 
solution of 2-butyl-l-benzofuran-3-carbaldehyde oxime (25 g, 0.1 1 mol) in dry THF (100 
mL) drop-wise at CC under N2. The reaction mixture was stirred at rt for 1 8 h and then 
quenched with an aqueous NaOH solution (30 mL, 10 %) at -15°C. The solid was filtered 
off, washed with THF and the filtrates were concentrated. The residue was dissolved in 
DCM (100 mL), washed with water, brine and dried over MgS04. The solvent was 
removed and the resulting crude product was dissolved in EtaO. A saturated HCl solution of 
eflier was added while a white soUd precipitated out. The white solid was filtered, washed 
with EtOAc to give the title cdmpound as a white solid (15 g, 54 %). 'H NMR (DMSO-dg, 
300 MHz) 8 8.45 (br s, 3H), 7.82 (m, IH), 7.52 (m, IH), 7.27 (m, 2H), 2.85 (t, 2H, J=7.5 
Hz), 1.72-1.50 (m, 2H), 1.81-1.51 (m, 2H), 1.43-1.29 (m, 2H), 0.83 (t, 3H, J=7.3 Hz) 

St^ d) Formation of4-({[(2-butyl-l-benzofiircm-3-yl)methyl]amino}methyl)-N- 
dodetylbenzamide 

The same procedure as employed in the preparation of Example 1 (step a) but using (2- 
butyl-l-benzofiiran-3-yl)methylamine hydrochloride, triethylamine and N-dodecyl-4- 
formylbenzamide gave the titie conqjound as a colorless oil (59%). ^H NMR (CDCI3, 300 
MHz) 5 7.76 (m, 2H), 7.58 (m, IH), 7.42 (m, 3H), 7.29-7.18 (m, 2H), 6.23 (m, IH), 3.87 
(m, 4H), 3.46 (m, 2H), 2.75 (t, 2H, J=7.5 Hz), 1.77-1.56 (m, 5H), 1.45-1.23 (m, 20H), 0.98- 
0.86 (m, 6H). HPLC (Condition A), Rt 5.49 min (HPLC purity: 97.4 %). 

Step e) Formation of ethyl ([(2-butyl-l-benzoJuran-3-yl)methyl]{4- 
[(dode<ylamino)carbonyl]bemyl}amino)(oxo)acetate 



The same procedure as employed in the preparation of Example 15 (step b) but using 4- 
({[(2-butyl-l-braizofiu:an-3-yl)methyl]amino}methyl)-N-dodecylbenzamide gave the title 
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compound as a colorless oil (83%). 'H NMR (CDCh, 300 MHz) 5 7.71 (d, 1.3H, J= 8.1 
Hz), 7.62 (d, 0.7H, J= 8.1 Hz), 7.48-7.30 (m. 2H), 7.24-7.07 (m, 4H), 6.18 (m, IH), 4.55 (s, 
1.3H), 4.45 (s, 0.7H), 4.40-4.18 (m, 4H), 3.37 (m, 2H), 2.48-2.5 (m. 2H), 1.61-1.45 (m. 
4H), 1.35-1.10 (m, 23H), 0.88-0.72 (m, 6H). HPLC (Condition A), Rt 7.34 min (HPLC 
purity: 99.7 %). 

Step J) Formation of([(2-butyl-l-benzofiiran-3-yl)methyl]{4-[ (dodecylaminojcarbonylj- 
benzyl}amino)(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
([(2-butyl-l-benzofuran-3-yl)mefhyl] {4- 

[(dodecylamino)caibonyl]benzyl}amino)(oxo)acetate gave the title compound as a white 
solid (99%). 'HNMR (CDCI3, 300 MHz) 8 10.6 (m. IH), 7.58 (t, 2H. J=8.0 Hz), 7.40-7.30 
(m, 2H), 7.18-6.95 (m, 4H), 6.65 (m, 0.7H) , 6.50 (m. 0.3H), 4.60-4.46 (m, 2H), 4.38-4.21 
(m, 2H), 3.36 (m, 2H), 2.39 (m, 2H), 1.54 (m, 4H), 1.17 (m, 20H), 0.80 (m, 6H) 
M-(LC/MS(ESI)): 575.2. H£»LC (Condition A), Rt: 7.22 min (HPLC purity: 99.7 %). 

Kvample 261 : ff l-/4-rfdo '^'^ Y^«"^^""^ c ^''^"v"°h^^^^^*^'^^^'^'^^*"fl"°'^°"^^^^^^ 
atnino'Vfoxo'^acetic acid 

St^ a) Formation of4-acetyl-N-dodecylbemamide 

The same procedure as employed in the preparation of Exanqjle 10 (step a) but using 4- 
acetylbenzoic acid and dodecylamine gave the title compound as a white solid (54%). ^H 
NMR (CDOa, 300 MHz) 6 8.00-7.90 (m, 2H), 7.85-7.71 (m, 2H), 6.05 (br s, IH), 3.41- 
3.30 (m, 2H), 2.56 (s, 1.5H), 2.54 (s, 1.5H), 1.63-1.73 (m, 2H), 1.72-1.05 (m, 18H), 0.78 
(m, 3H). M-(LC/MS(ESI)): 330.4; M*(LC/MS(ESI)): 332.4. HPLC (Condition A), Rt: 5.87 
min (HPLC purity: 99.7 %). 

Step b) Formation ofN-dodecyl-4-(l-{f4-(trifluoromethyl)benzylJamino}ethyl)benzamide 
The same procedure as employed in the preparation of Exanq)le 223 (step b) but using 4- 
acetyl-N-dodecylbenzamide and 4-(trifluoromefliyl)baizylamine gave the title compound 
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as a colorless oil (71%). M-(LC/MS(ESI)): 489.1; IvTCLCyMSOBSI)): 491.5. HPLC 
(Condition A), Rt: 5.51 min (HPLC purity: 50.0 %). 

Step c) Formation of ethyl {(l-{4-[(dodecylamino)carbonyl]phenyl}ethyl)[4- 
(trifltioromethyl)benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N- 
dodecyl-4-(l-{[4-(trifluoromethyl)benzyl]amino}ethyl)benzamide gave the title compound 
as a white foam (54%). 'HNMR (CDCI3, 300 MHz) 8 7.70 (m, 2H), 7.64-7.41 (m, 2H), 
7.39-7.30 (m, 2H). 7.28-7.12 (m, 2H), 6.09-5.90 (m, IH), 4.67-4.37 (m, 2H), 4.30-4.08 (m, 
2H), 3.50-3.38 (m, 2H), 1.68-1.48 (m, 6H), 1.43-1.10 (m, 21H), 0.88 (m, 3H). 
I^(LCyMS(ESI)): 591.7. HPLC (Condition A), Rt: 7.24 min (HPLC purity: 99.6 %). 

Step d) Formation of{(l-{4-[(dodecyla7nino)carbonyl]phenyl}ethyl)[4- 
(trifluoromethyl)benzyl]amino}(oxo)aceticacid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(l-{4-[(dodecylamino)carbonyl]phenyl}ethyl)[4- 

(trifluoromethyl)benzyl]amino}(oxo)acetate gave the title compound as a white solid 
(91%). ^HNMR (CD3OD, 300 MHz) 5 7.75 (t, 2H, J=7.5 Hz), 7.48-7.19 (m, 6H), 5.75 (m. 
0.3H), 5.28 (m. 0.7H), 4.60-4.31(m, 2H), 3.38 (t, 2H, J=7.1 Hz), 1.66-1.56 (m, 5H), 1.36 
(m, 18H), 0.90 (m, 3H). M-(LC/MS(ESI)): 562.6; M*(LC/MS(ESI)): 563.7. HPLC 
(Condition A). Rt: 6.68 min (HPLC purity: 98.7 %). 

Rvam ple 26?-: {fi-f4-rfdodecvlamino)caTbonvl1ohe nvnetfavnr4-rtrifluoromethYl')- 
Kmirryllami nn^foxo'tacetic acid. N-m ethvl-D-glucamine fi.e. 1-deoxv-l- 
(pifttTiYlaiwii^n'tfzlucitol') salt 

The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
glucamine and {(l-{4-[(dodecylamino)caibonyl]phenyl}ethyl)[4- 
(trifluorometiiyl)benzyl]amino}(oxo)acetic acid gave the titie compound as a white solid 
(82%). M"(LC/MS(ESI)): 562.5; M*^(LC/MS(ESI)): 564.1. HPLC (Condition A), Rt: 6.27 
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min (HPLC purity: 99.0 %). Analysis calculated for C31H41F3N2O4.C7H17NOS-I.O H2O: C, 
58.82; H, 7.79; N, 5.42%. Found: C, 58.92; H, 7.96; N, 5.35% 

F.vam p1e263: ((4-f rr4-octv1plienvnamino 1carbonvnbenzvnr4-(trifluoroTnethYl)benzvll- 
a ^inolfox ^^acetic acid 

Step a) Formation of ethyl {(4-{f(4-octylphenyl)aminoJcarbonyl}benzyl)f4-(trifluoro- 
methyl)bemyl]canino}(oxo)acetate 

The same procedure as employed in the preparation of Example 10 (step a) but using 4- 
({[ethoxy(oxo)acetyl][4-(trifluoromethyl)benzyl]anuno}methyl)ben2oic acid and 4- 
octylaniline gave the title compound as a colorless oU (22%). NMR (CDCI3. 300 MHz) 
5 7.89-6.60 (m, 12H), 4.48 (s. 2H), 4.44-4.21 (m. 4H), 2.65-2.36 (m, 2H). 1.68-1.40 (m. 
3H). 1.38-1.08 (m, 13H), 0.81 (t. J=6.9 Hz. 3H). ]Vr(LC/MS(ESl)): 597.7. HPLC 
(Condition A), Rt: 6.75 min (HPLC purity: 98.9 %). 

acp b) Formation of{(4-{{(4-octylphenyl)aminoJcarbonyl}benzyl)[4- 
(tnfluoromethyl)benzyljamino}(oxo)aceticacid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(4.{[(4-octylphenyl)amino]carbonyl}benzyl)[4- 

(tri£luoromethyl)benzyl]amino}(oxo)acetate gave the title compound as a brown oil (95%). 
>HNMR (CDCI3. 300 MHz) 6 8.30 (m, IH), 7.74 (m, 2H). 7.53 (m, 2H), 7.46 (m, 3H), 
7.27-7.04 (m, 6H). 4.62-4.46 (m, 4H), 2.55 (t, 2H. J= 7.5 Hz), 1.56 (m, 2H), 1.25 (m, lOH). 
0.86 (t. 3H, J=6.5 Hz). M-(LC/MS(ESI)): 567.2; M'(LC/MS(ESI)): 569.6. HPLC 
(Condition A), Rt: 6.24 min (HPLC purity: 97.0 %). 

PrYnm ple 26A' {n-chlorobenzvnr4-(3-un Hftt'.v1-l .2.4-oxadiazol-S-vnbftn7vnamino)- 
(oxo'tacetic acid 

Step a) Formation ofN-(3-chlorobenzyl)-N-[4-(3-undecyl-1.2.4-oxadiazol-5- 
yl)benzyl] amine 

The same procedure as employed in the preparation of Example 226 (step a) but using l-[4- 
(3-undecyl-l,2,4-oxadiazol-5.yl)phenyl]methanamine and 3-chlorobenzaldehyde gave the 
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title compound as a colorless oil (86%). NMR (DMSO-d*, 300 MHz) 5 8.03 (d, J=8.3 
Hz. 2H). 7.58 (d. J=8.3 Hz, 2H), 7.43 (s, IH). 7.65-7.23 (m. 3H), 3.77 (s, 2H), 3.70 (s, 2H). 
3.30 (s, IH), 2.75 (t, J=7.2 Hz. 2H), 1.79-1.65 (m, 2H), 1.41-1.16 (m, 16H), 0.84 (t, J=7.0 
Hz, 3H). HPLC (Condition A), Rt: 5.19 min (HPLC purity: 98.4 %). 

5^g7 Formation of ethyl {(3-chlorobenzyl)[4-(3-undecyl-l,2,4-oxadiazol-5- 
yl)benzylJamino}(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-(3- 
chlorobenzyl)-N-[4-(3-undecyl-l,2.4-oxadiazol-5-yl)benzyl]amine gave the title compound 
as a yellow oil (95%). 'H NMR (DMSO-de, 300 MHz) 8 8.07 (d, J=8.3 Hz, IH). 8.04 (d. 
J=8.3 Hz, IH), 7.55-7.13 (m, 6H), 4.60 (d. 2H). 4.51 (d, 2H), 4.34-4.21 (m, 2H). 2.75 (m, 
2H). 1.79-1.62 (m, 2H), 1.41-1.11 (m. 19H). 0.84 (t, J=6.8 Hz. 3H). HPLC (Condition A), 
Rt: 7.72 min (HPLC purity: 99.9 %). 

c; Formation of{(3-chlorobenzyl)[4-(3-undecyl-1.2.4-oxadiazol-5- 
yl)benzylJamino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(3-chloiobenzyl)[4-(3-undecyl-l,2.4-oxadiazol-5-yl)benzyl]amino} (oxo)acetate gave the 
title compound as a colorless oil (91%). ^HNMR (DMSO-d*. 300 MHz) 5 7.91 (d, J=8.0 
Hz, 2H). 7.87 (d. J=8.3 Hz. IH). 7.36 (d, J=8.3 Hz, IH), 7.29-6.97 (m, 4H), 4.48-4.23 (m, 
41^, 2.60 (t, J=7.3 Hz, 2H), 1.64-1.47 (m, 2H), 1.25-0.95 (m, 16H), 0.67 (t, J=7.0 Hz. 3H). 
M-(LaMS(ESD): 524.2. HPLC (Condition A). Rt: 7.23 min (HPLC purity: 100 %). 

Pvam ple 265" {n-cMorobenzvnr4-(3-un d «r.v1-1 .2.4-oxadiazol-5-Ynben?;vl1amino}(oxo)- 
.r^^r. add. N-^»=^thvl-D-gluca n iiTie (i.e. l-deoxv-1 -rmethvlamino)p ; lucitol) salt 
The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
glucamine and {(3-chlorobenzyl)[4-(3-undecyl-l A4-oxadiazol-5- 
yl)benzyl]amino}(oxo)acetic acid gave the title compound as a white powder (93%). M" 
(LC/MS(ESI)): 523.9. HPLC (Condition A), Rt: 7.24 min (HPLC purity: 99.9 %). Analysis 
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calculated for C29H36C3N3O4.C7Hi7NO5-0.4 H2O: C. 59.35; H, 7.44; N, 7.69%. Found: C, 
59.32; H, 7.37; N, 7.63% 

Kxam ple 266- i f cvclopentvir4-rtrifluoro me1hvl>Dhenvi1meihYU r4-(tridecanoYlammo> 
henzvl1ainiiiQ><'oxo') acetic acid 

Step a) Preparation ofN-methoxy-N-methyl-4-(trifluoromethyl)benzamide 
To a cold (CCO solution of N,0-dimethylhydroxylamine hydrochloride (2.5 g, 25.6 mmol) 
and 4-(trifluoromethyl)benzoyl chloride (prepared by refluxing a solution of 4- 
(trifluoromefliyl)benzoic acid in SOCI2, 4.86 g, 23.3 mmol) in DCM (50 mL) was added 
dropwise pyridine (4.06 g, 51.26 mmol). The reaction mixture was stirred overnight and 
evaporated. The residue was dissolved in a mixture of DCM / EtjO (1/1) (45 mL) and brine 
(45 mL) was added. The aqueous layer was separated and extracted twice with DCM / Et20 
(1/1) (45 mL). The combined organic layers were washed with brine (45 mL), dried over 
MgS04, filtered and concentrated under vacuum to give the title compound as a yellow oil 
(4.88 g, 90 %). NMR (CDQa, 300 MHz) 8 7.90-7.70 (m, 2H), 7.76-7.60 (m, 2H), 3.65- 
3.45 (m, 3H), 3.43-3.33 (m. 3H). HPLC (Condition A), Rt: 3.41 min (HPLC purity: 98.0 
%). 

Step b) Preparation ofcyclopentyl[4-(trifluoromethyl)phenyl]methanone 
To a cold (O^Q solution of N-methoxy-N-methyl-4-(tri£luoromethyl)benzamide (3.44 g, 
14.75 mmol) in anhydrous THF (70 mL) was added dropwise over a period of 30 minutes a 
solution of cyclopentylmagnesium bromide (2 M in diethyl ether, 29.5 mmol, 14.75 mL) 
under inert atmosphere of N2. The reaction mixture was slowly allowed to warm to rt 
overnight. An aqueous solution of HCl (IN, 50 mL) was added and the resulting mixture 
was extracted with diethyl efher (3x 50 mL). The combined organic layers were washed 
with brine (Ix 50 mL), dried over MgS04, filtered and evaporated under vacuum to give a 
brown oil (3.0 g). Purification by chromatography (SiCh, DCM/c-Hex 1/3) gave the title 
compound as a coloriess oil (610 mg, 17 %). 'H NMR (CDCI3. 300 MHz) S 8.24 (d, J- 8.1 



wo 03/064376 



PCT/EP03/00808 



-173- 



Hz, 2H), 7.90 (d, J=8.1 Hz, 2H), 3.96-3.79 (m, IH). 2.21.2.00 (m, 4H), 2.01-1.71 (m, 4H). 

HPLC (Condition A), Rt: 5.22 niin (HPLC purity: 98.6 %). 

Step c) Formation ofN-{<o^dopentylf4-(trifluoromethyl)phenylJmethyl}-N-(4-m^^ 

amine 

The same procedure as employed in the preparation of Example 223 (step b) but using 
cyclopentyl[4-(trifluoromethyl)phenyl]methanone and 4-nitrobenzylamine gave the title 
compound as an oil (67%). M-(LC/MS(ESD): 377.2; M^(LC/MS(ESD): 379.2 

Step d) Formation of ethyl [{cyclopentyl[4-(trifluaromethyl)phenylJmethyl}(4- 
nitrobenzyl)amino] (oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N- 
{cyclopentyl[4-(trifluoromethyl)phenyl]methyl}-N-(4-nitrobenzyl)amine gave the title 

compound as a colorless oil (68%). 'H NMR (CDCI3. 300 MHz) 6 8.02-7.90 (m, 2H), 7.55- 
7.38 (m, 4H), 7.11-6.99 (m, 2H). 4.60-4.30 (m. 4H), 4.20-4.02 (m, IH). 2.78-2.61 (m, IH), 
1.78-1.38 (m. 7H), 1.30-0.91 (m, 4H). M-(LC/MS(ESI)): 477.8; M^(LC/MS(ESI)): 479.1 
HPLC (Condition A), Rt: 5.72 min (HPLC purity: 98.4 %). 

Step e) Formation of ethyl ((4-aminobenzyl){cyclopentyl[4-(trifluoromethyl)phenyl]- 
methyl}amino)(oxo)acetate 

The same procedure as employed in the preparation of Example 1 (step c) but using ethyl 
[{cyclopentyl[4-(trifluoromethyl)phenyl]methyl}(4-nitrobenzyl)amino](oxo)acetateand 

gave the title compound as a brown oU (36%). Mr(LaMS(ESD): 449.1. HPLC (Condition 

A), Rt: 4.0 min.(HPLC purity: 88.2 %). 

Stepf) Formation of ethyl {{cyclopentyl[4-(trifluoromethyl)phenyl] methyl} [4-(tndecanoyl- 
amino)benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step d) but using ethyl 
((4-aminobenzyl){cyclopentyl[4-(trifluoromethyl)phenyl]methyl}amino)(oxo)acetateand 

tridecanoyl chloride gave the title compound as a coloriess oil (76%). *H NMR (CDCI3, 
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300 MHz) 5 7.52-7.21 (m, 6H), 6.95 (d, IH, J=8.5 Hz) 6.8 (d, IH, J=8.5 Hz), 5.30 (m, IH), 
4.47-4.05 (m, 4H), 2.85-2.60 (m, IH), 2.45-2.26 (m, 2H), 1.80-1.10 (m, 31H), 1.05-0.86 
(m, 4H). M-(LCMS(ESI)): 643.9; M^(LC/MS(ESI)): 645.2.-HPLC (Condition A), Rt: 6.85 
min (HPLC purity: 98.0 %). 

Step g) Formation of{{cyclopentyl[4-(trifluoromethyl)phenyl]methyl}[4- 
(tridecanoylamino)beiizyl]amino}(oxo)aceticacid 

The same procedure as en^loyed in the preparation of Scample 1 (step e) but using ethyl 
{ {cyclopentyl[4-(trifluoromethyl)phenyl]methyl} [4- 

(tridecanoylaniino)benzyl]aniino}(oxo)acetate gave the title compound as a yellow oil 
(94%). 'H NMR (CDQs. 300 MHz) 5 7.85-7.24 (m, 6H), 6.85 (m, 2H), 5.30 (m, 0.6H), 
4.62-4.32 (m, 1.4H), 2.74-2.65 (m, 0.6H), 2.31-2.21 (m, 1.4H), 1.68-1.45 (m, 8H), 1.24 (m, 
22H), 1.05-0.86 (m, 4H). M-(LC/MS(ESI)): 615.1; M*^(LC/MS(ESI)): 617.3. HPLC 
(Condition A), Rt: 6.30 min (EBPLC purity: 97.0 %). 

Piratii ple 267! nxorr4-ftrifliiorometfavnh enzvn l^4-G-undecvl-1.2.4-oxadiazol-5-vl)-l- 
llaphthvl1methvUamj T1o'>acetic acid 
St^ a) Preparation of methyl 4-methyl-l-naphthoate 

To a stirred solution of 4-methyl-l -naphthoic acid (25 g, 0.13 mol) in methanol (350 mL), 
thionylcWoride (39g, 0.33 mol) was added and the reaction mixture was refluxed for 15 h. 
Excess of thionylchloride and methanol was distilled ofL The residue was taken up in DCM 
(400 mL), washed with an aqueous solution of NaHCOa (10%), water, brine and dried over 
MgS04. The solvent was removed under vacuum to give 4-methyl-l-naphthoic acid mefliyl 
ester (22.5 g, 83%) as pale yellow solid. 

St^ b) Preparation of methyl 4-(bromomethyl)-l-naphthoate 

To a stirred solution of methyl 4-methyl-l-naphthoate (22.5 g, 0.1 12 mol) in CCU (500 
mL) was added NBS (22 g, 0.123 mol) and benzoylperoxide (10% w/w). The reaction 
mixture was allowed to reflux at 80°C for 7 h. The reaction mixture was cooled to rt and 
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filtered off. The solid and concentrated under vacuum and the obtained crude product (30 
g) was used for further reaction. 

Step c) Preparation of methyl 4'(azidomethyl)-l-naphthoate 

To a solution of methyl 4-(bromomethyl)-l-naphthoate (30 g, 0.107 mol) in anhydrous 
DMSO (300 mL) was added NaNs portion wise (14g, 0.215 mol) at 0°C and stirred at rt for 
16 h. Then the reaction mixture was diluted with water (500 mL), extracted with EtOAc (2x 
250 mL), washed with water, brine and dried over MgS04. The solvent was removed under 
vacuum to give methyl 4-(azidomethyl)-l-naphthoate (20 g, 77%). 

Step d) Preparation of methyl 4-(aminomethyl)-l-naphthoate hydrochloride 
To a mixture of methyl 4-(azidomethyl)-l-naphfhoate (17 g, 0.078 mol) in THF (400 mL) 
and water (210 mL), was added triphenylphosphine (3 1 g, 0.1 18 mol). The reaction mixture 
was stirred at rt for 4 h then concentrated under vacuum, extracted with EtOAc (350 mL). 
The combined organic layers were washed with brine, dried over MgS04 and the solvent 
was removed imder vacumn. The resulting residue was taken up in an aqueous solution of 
HCl (75 mL, 2N), washed with diethylether (2x 150 mL). The aqueous layer was treated 
with an aqueous solution of NaHCOa (10%) until pH 7. The mixture was then extracted 
with efhylacetate (2x 150 mL), washed with brine, dried over MgS04 and concentrated. 
The product was slowly added to a saturated solution of HCl (g) in diethyl ether (75 mL) 
and filtered off the solid hydrochloride product. The product was washed with dry ether (2x 
100 mL) to give methyl-4-(aminomethyl)-l-naphthoate hydrochloride (5.5 g). 
M*'(LC/MS(ESI)): 216.2, ^HNMR (DMSO-d6, 300 MHz) 8 8.75 (m, IH), 8.25 (m, IH), 
8.12 (d, IH, J=7.5 Hz), 7.74 (m, 3H), 4.60 (s, 2H), 3.93 (s, 3H). 

Stepe) Preparation of methyl 4-({[4'(trifluoromethyl)benzyl]amino}methyl)'l'naphthoate 
The same procedure as employed in the preparation of example 226 (step a) gave the title 
compound (74%). ^HNMR (DMSO-de, 300 MHz) 8 8.77 (m, IH), 8.24 (m, IH), 8.09 (d, 
IH, J=7.5 Hz), 7.71-7.57 (m, 7H), 4.20 (s, 2H), 3.93 (s, 3H), 3.90 (s, 2H). 
M*"(LC/MS(ESI)): 374.2 
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St^ f) Preparatton of4-({[4-(trifluoromethyl)benzyl]amino}methyl)-l-naphthoic acid 
The same procedure as employed in the preparation of example 1 (step e) but using 4-({[4- 
(trifluorome<hyi)benzyl]amino}meth3d)-l-naphthoic acid gave the title compound (74%). 
M*^(LCyMS(ESI)): 360.2; M-(LCyMS(ESI)): 358.3. 'HNMR(DMSO-d6, 300 MHz) 6 13.3 
(m, IH), 9.90 (m, IH), 8.91-8.84 (m, IH), 8.28-8.22 (m, IH), 8.12 (d, IH, J=7.5 Hz), 7.98- 
7.89 (m, 5H), 7.76-7.65 (m, 2H), 4.76 (s, 2H), 4.47 (s, 2H). 

St^ g) Formation of4-({(tert-butoxycarbonyl)[4-(tnfluoromethyl)benzyl]amino}met^^ 
naphthoic acid 

The same procedure as employed in the preparation of Example 23 (step b) but using 4- 
({[4-(trifluoromethyl)benzyl]amino}metfiyl)-l-naphthoic acid gave the title compound as a 
white foam (55%). ^HNMR (DMSO-de, 300 MHz) 8 8.89 (m, IH), 8.22-8.06 (m, 2H). 
7.69-7.56 (m, 4H), 7.45-7.31 (m, 3H), 4.97 (s, 2H). 4.55-4.41 (m, 2H). 1.40-1.35 (m, 9H). 
M"(LC/MS(ESI)): 458.3. HPLC (Condition A), Rt: 5.72 min (HPLC purity: 100 %). 

St^ h) Formation oftert-butyl 4-(trtfluoromethyl)benzyl{[4-(3-undecyl-1.2,4-oxadiazol-5- 
yl)-l-naphthyljmethyl}carbamate 

The same procedure as employed in the preparation of Example 258 (step a and b) but 
using 4-({(tert-butoxycarbonyl)[4-(trifluoTomethyl)benzyl]aniino}methyl)- 1-naphthoic acid 
and gave the title compound as a colorless oil (76%). *H NMR (CDClz, 300 MHz) 5 9.15 
(d, IH, J=8.7 Hz). 8.30-7.76 (m, 2H), 7.70 (m, IH), 7.64-7.50 (m, 3H), 7.37 (d, IH, J= 8.7 
Hz). 7.33-7.18 (m, 2H), 5.02-4.87 (m, 2H), 4.55-4.33 (m, 2H), 2.88 (t. 2H, J=7.5 Hz), 1.93- 
1.82 (m, 2H), 1.50 (m, 9H), 1.46-1.22 (m, 16H), 0.86 (m, 3H). HPLC (Condition A), Rt: 
7.84 min (EiPLC purity: 100 %). 

Step i) Formation ofN-[4-(trifluoromethyl)benzyl]-N-{[4-(3-imdecyl-l,2.4-oxadiazol-5-yl)- 
J-naphthylJmethyl}amine hydrochloride 

The same procedure as employed in flie preparation of Example 23 (step f) but using tert- 
butyl4-(trifluoromethyl)beiizyl{[4-(3-undecyl-l,2,4-oxadiazol-5-yl)-l- 
naphthyl]methyl}caibamate gave the title compound as a foam (98%). H NMR (CDCI3, 
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300 MHz) 5 10.68 (m, IH), 9.07 (m, IH), 8.23 (d, IH, J=7.5 Hz), 7.84 (m, 2H), 7.69-7.51 
(m, 6H), 4.31 (br s, 2H), 3.91 (br s, 2H), 2.82 (t, 2H, J=7.5 Hz), 1.82 (m, 2H), 1.47-1.17 (m, 
18H), 0.88 (m, 3H). HPLC (Condition A), Rt: 5.50 min (HPLC purity: 98.9 %). 

SVep FormaHon of ethyl oxo(f4-(triJluoromethyl)benzylJ{[4-(3-undecyl-lJ,4-oxadica 
5-yl)-l-naphthyl]methyl}amino)acetate 

The same procedure as employed in the preparation of Example 1 5 (step b) but using N-[4- 
(trifluoromethyl)benzyl]-N- {[4-(3-undecyl- 1 ,2,4-oxadiazol-5-yl)- l-naphthyl]methyl} amine 
hydrochloride gave the title compoimd as a colorless oil (87%). NMR (CDCI3, 300 
MHz) 5 9.17 (m, IH), 8.30 (d, 0.4H, J=7.5 Hz), 8.22 (d, 0.6H, J=7.5 Hz), 8.05 (m, 0.6H), 
7.95 (m, 0,4H), 7.76-7.46 (m, 4H), 7.33-7.24 (m, 3H), 5.08 (s, 1.2H), 4.88 (s, 0.8H), 4.65 
(s, 0.8H), 4.37 (s, 1.2H), 4.36-4.24 (m, 2H), 2.89 (m, 2H), 1.88 (m, 2H), 1.50-1.20 (m, 
19H), 0.88 (m, 3H). HPLC (Condition A), Rt: 7.17 min (HPLC purity: 100 %). 

Step k) Formation ofoxo([4-(trifluoromethyl)benzyl]{[4-(3-undecyl-l,2.4-oxadiazol-5-yl)- 
l-naphthyl]methyl}amino)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
oxo([4-(trifluoromethyl)benzyl] {[4-(3-undecyl-l,2,4-oxadiazol-5-yl)-l- 
naphtiiyl]methyl}amino)acetate gave the title compound as a colorless oil (35%). 'H NMR 
(DMSO-d6, 300 MHz) 8 9.03 (d, J=8.3 Hz, IH), 8.32-8.15 (m, 2H), 7.80-7.30 (m, 7H), 5.17 
(s, IH), 5.07 (s, IH), 4.68 (s, IH), 4.62 (s, IH), 2.86 (t, J=7.2 Hz, 2H), 1.83-1.69 (m, 2H), 
1.45-1.05 (m, 16H), 0.83 (t, J=7.0 Hz, 3H). M"(LC/MS(ESI)): 608.1. HPLC (Condition A), 
Rt 6.51 min (HPLC purity: 100 %). 

Fvatn ple 268: oxorr4-rtrifluoromethvnbenzvll I r4-f3-undec vl-1.2.4-oxadiazol-5-vn-l- 
naphthvllmethvUamino^acetic acid. N-methvl-D-elucami ne (i.e. 1-deoxv-l- 
(methvlamiTio'^-pluciton salt 

The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
glucamine and oxo([4-(trifluoromethyl)benzyl]{[4-(3-undecyl-l,2,4-oxadiazol-5-yl)-l- 
naph1hyl]mefhyl}aniino)acetic acid gave the title compound as a white powder (87%). 
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M"(LC/MS(ESI)): 608.1. HPLC (Condition A), Rt: 6.45 min (HPLC purity: 98.5 %). 
Analysis calculated for C34H38F3N3O4.C7H17NO5: C, 61.18; H, 6.89; N, 6.96%. Found: C, 
57.94; H, 6.90; N, 6.58% 

Example 269: ( lcvclopentyir4-ftrifluoromethvnphenvl1m ethvn r4-f3-undecvl- 1.2.4- 
oxadiazol-5-vl'>benzvnaniinol roxo'tacetic acid 

Step a) Formation ofN'{cyclopentyl[4-(trifluoromethyl)phenyl]meth^ 
l,2,4'Oxadiazol-5-yl)benzyl] amine 

The same procedure as employed in the preparation of Example 223 (step b) but using 
cyclopentyl[4-(trifluoromethyl)phenyl]methanone and 4-(3-undecyl-l,2,4-oxadiazol-5- 
yl)benzylamine gave flie title compound as a colorless oil (55%). *H NMR (DMSO-de, 300 
MHz) 5 8.00 (d, 2H), 7.64 (m, 2H), 7.50 (m, 4H), 3.62-3.34 (m, 2H), 2.74 (m, 2H), 2.12- 
L85 (m, 2H), 1.70 (m, 2H), 1.60-0.92 (m, 25H), 0.83 (m, 3H). HPLC (Condition A), Rt: 
5.42 min (HPLC purity: 98.3 %). 

Step b) Formation of ethyl {{cyclopentyl[4-(triJluoromethyl)phenyl] methyl} [4-(^^ 
l,2,4-oxadiazol'5'yl)benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N- 
{cyclopentyl[4-(trifluoiDme&yl)pheriyl]methyl}-N-[4-(3-undecyl-l,2,4-o 
yl)benzyl]amine gave the title compound as a colorless oil (86%). ^H NMR (CDCI3, 300 
MHz) 5 7.89 (m, 2H), 7.62-7.41 (m, 5H), 7.15-7.04 (m, 2H), 4.57-4.31 (m, 5H), 2,81-2.63 
(m, 3H), 1.83-1.13 (m, 28H), 0.88 (m, 3H). HPLC (Condition A), Rt: 7.09 min (HPLC 
purity: 99.3 %). 

Step c) Formation of{{cyclopentyl[4'(trifluoromethyl)phenyl]methyl}[4-(3-undec^ 
oxadiazoU5-yl)benzyl]amino}(oxo)acetic acid 

The same procedure as enq)loyed in the preparation of Example 1 (step e) but using ethyl 
{ {cyclopentyl[4-(trifluoromethyl)phenyl]methyl} [4-(3-undecyl-l,2,4-oxadiazol-5- 
yl)benzyl]amino}(oxo)acetate gave the title compound as a colorless oil (92%). ^H NMR 
(DMSO-dfi, 300 MHz) 5 7.87-7.68 (m, 2H), 7.63 (d, J=7.9 Hz, 2H), 7.51 (d, J=8.2 Hz, 2H), 
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7.02 (d, J=8.3 Hz, 3H), 4.72-4.43 (m, 3H), 3.19-2.85 (m, 2H), 2.72 (t, J=7.0 Hz, 2H), 1.76- 
1.37 (m, 8H), 1.26-1.10 (m, 16H), 0.84 (t, J=6.9 Hz, 3H). M"(LC/MS(ESI)): 626.2. HPLC 
(Condition A), Rt: 6.56 min (HPLC purity: 99.1 %). 

Example 270: ( lcvclopentvir4-ftrifluoromethvnphenvnmethvl) r4-(3-undecvl- 1 .2^4- 
oxadiazol-5-vDbenzvnaminol(oxo')acetic acid. N-methvl-D-glucamine (i.e. 1-deoxv-l- 
fmethvlamino^glucitol'> salt 

The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
^ucamine and {{cyclopentyl[4-(trifluoromethyl)phenyl]methyl}[4-(3-undecyH,2,4- 
oxadiazol-5-yl)benzyl]ammo}(oxo)acetic acid gave the title compound as a white powder 
(90%). M"(LC/MS(ESI)): 626.9. HPLC (Condition A), Rt: 6.52 min (HPLC purity: 99.1 
%). Analysis calculated for C35H44F3N304.C7Hi7N05-1.2 H2O: C, 59.73; H, 7.57; N, 
6.63%. Found: C, 59.67; H, 7.65; N, 6.59% 

Example 271: l(4-dibenzon3-d1furan-4-vlphenvl¥4-ftrifluoromethvDbenzvllamino>-fo^ 
acetic acid 

Step a) Formation of 4-(4-mtrophenyl)dibenzo[b,d]furan 

To a mixture of dibenzofuran-4-boronic acid (30 g, 0,14 mol), 4-bromonitrobenzene (25.7 
g, 0.127 mol), sodiimi carbonate (150 g) ia toluene / water (500 mL / 500 mL) was added 
tetrakis(triphenylphosphine)palladium(0) (8.2 g, 0.7 mol %) and the resulting reaction 
mixture was refluxed for 20h under N2 atmosphere. The toluene layer was separated and 
concentrated to 200 mL. The concentrated solution was cooled to 0°C and filtered off. The 
collected solid was dried and dissolved in chloroform and the obtained solution was filtered 
through celite bed to remove insoluble materials. The filtrate was concentrated imder 
vacuum to give the title compound (23 g, 58%). 

Step h) Formation of 4-dihenzo[b,d]fUran-4-ylaniline 

A solution of 4-(4-nitrophenyl)dibenzo[b,d]furan (22 g) in EtOAc (800 mL) was 
hydrogenated in presence of Pd/C (10%, 4.2 g) for 12 h at rt under 2Kg of pressure. The 
reaction mixture was filtered, and tiie filtrates were concentrated. The residue was 
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crystallized from chloroform / PetEther (6/4) to give the title compoimd (16 g, 84%) as a 
white solid. ^HTSnVIR (DMSO-d^, 300 MHz) S 8.15 (d, IH, J=7.6 Hz), 7.97 (d, IH, J=7.6 
Hz), 7.72 (d, IH, J- 8.1 Hz), 7.65 (d, 2H, J=8.4 Hz), 7.57 (d, IH, J=8.6 Hz), 7.50 (m, IH), 
7.38 (m, 2H), 6.72 (d, 2H, J=8.4 Hz), 7.35 (s, 2H). M^(LC/MS(ESI)): 260.2 

St^ c) Formation ofN'(4'dibenzo[b4]juran'4-ylphenyl)-^^ 
benzyl] amine 

The same procedure as employed in the preparation of Example 226 (step a) but using 4- 
dibenzo[b,d]fiiran-4-ylaniline and 4-(tri£luoromethyl)benzaldehyde gave the title conq)Ound 
as a colorless oil (78%). *H NMR (DMSO-d6, 300 MHz) 8 8.15 (d, IH, J=7.1 Hz), 8.01 (m, 
IH), 7.75-48 (m, 9H), 7.44-7.37 (m, 2H), 6.74 (m, 3H), 4.47 (m, 2H). M-(LC/MS(ESI)): 
416.2; M^(LC/MS(ESI)): 418.2. HPLC (Condition A), Rt: 5.72 min (HDPLC purity: 99.3 
%). 

Step d) Foimation of ethyl ((4'dihenzo[b,d]juran-4'ylphenyl)[4'(tri^ 
benzyl] amino } (oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-(4- 
dibenzo[b,d]furan-4-ylphenyl)-N-[4-(trifluoromethyl)benzyl]amine gave the title 
compound as a colorless oil (89%). NMR (CDCI3, 300 MHz) 5 8,26-8.1 1 (m, 4H), 7.87- 
7.77 (m, 4H), 7.75-7.58 (m, 5H), 7.52-7.45 (m, 2H), 5.31 (s, 2H), 4.32 (q, 2H, J=7.2 Hz), 
L27 (t, 3H, J=7.2 Hz). M^(LC/MS(ESI)): 518.2. HPLC (Condition A), Rt: 5.78 min (HPLC 
purity: 99.4 %). 

Step e) Formation of {(4'dibenzo[b,d]Juran'4-ylphenyl)[4-(trifluoromethyl)benzyl]am 
(oxojacetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using elhyl 
{(4-dibenzo[b,d]furan-4-ylphenyl)[4-(trifluoromethyl)benzyl]amino}(oxo)acetate gave the 
title compound as a colorless oil (95%). ^HNMR PMSO-d6, 300 MHz) 8 8.04 (t, J=7.6 
Hz, 2H), 7.82 (d, J=8.3 Hz, 2H), 7.65-7.51 (m, 4H), 7.46-7.22 (m, 7H), 5.00 (s, 2H). M" 
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(LC/MS(ESI)): 416.3 (M-CO-CO2); M^(LC/MS(ESI)): 489.9. HPLC (Condition A), Rt: 
5.07 min (HPLC purity: 99.1 %). 

Example 272: ir4-dibenzon?.d1fiiran-4-vlphenviy4>ftrifluoromethvnbenzvn 

acetic acid. N-methvl-D-glucamine fi.e. 1-deoxv-l-fmethvlamino^glucitoD salt 

The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 

glucamine and {(4-dibenzo[b,d]furan-4-ylphenyl)[4- 

(trifluoromethyl)ben2yl]amino}(oxo)acetic acid gave the title compound as a white powder 
(96%). M^(LC/MS(ESI)): 490.2. HPLC (Condition A), Rt: 5.03 min (HPLC purity: 98.4 
%). Analysis calculated for C28Hi8F3N04.C7Hi7N05-1.5 H2O: C, 59.07; H, 5.38; N, 3.94%. 
Found: C, 59.26; H, 5.39; N, 3.91% 

Example 273: ir4-foctvloxv^benzvnr4-ftrifluorometfavnbenzvl1ammol(oxo)acetic acid 
Step a) Formation ofN'[4-(octyloxy)ben7yl]-N-[4-(trijluoromethyl)hen 
The same procedure as employed in the preparation of Example 226 (step a) but using 4- 
(octyloxy)benzaldehyde and 4-(trifluoromethyl)benzylamine gave the title compound as a 
colorless oil (86%). ^H NMR (CDCI3, 300 MHz) 5 7.57 (d, 2H, J=7.9 Hz), 7.45 (d, 2H, 
J=7.9 HzX 7.22(m, 2H), 6.85 (m, 2H), 3.93 (t, 2H, J=6.5 Hz), 3.84 (s, 2H), 3.72 (s, 2H), 
1.82-1.70 (m, 2H), 1.50-1.23 (m, lOH), 0.89 (m, 3H). M-(LC/MS(ESI)): 406.3 
HPLC (Condition A), Rt: 4.42 min (HPLC purity: 98.7 %). 

Step b) Formation of ethyl {[4-(octyloxy)benzyl][4-(trifluoromethyl)benzyl]'amino}(oxo)- 
acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-[4- 
(octyloxy)benzyl]-N-[4-(trifluoromethyl)benzyl]amine gave the title compoimd as a 
colorless oil (79%). ^H NMR (CDCI3, 300 MHz) 5 7.60 (m, 2H), 7.36 (d, IH, J=7,9 Hz), 
7.31(d, IH, J=7.9 Hz), 7.17-7.07 (m, 2H), 6.89-6.81 (m, 2H), 4.50 (s, IH), 4.43 (s, IH), 
4.41^.24 (m, 4H), 3.93 (m, 2H), 1.77 (m, 2H), 1.51-1.24 (m, 13H), 0.89 (m, 3H). 
M^(LC/MS(ESI)): 494.2. HPLC (Condition A), Rt: 6.22 min (HPLC purity: 99.4 %). 
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St^ c) Formation of {[4-(octyloj(y)benzyl] [4-(tnjfluorom 
acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{[4-(octyloxy)benzyl][4-(trifluoromethyl)ben2yl]amino}(oxo)acetate gave the title 
compound as a white solid (51%). NMR (CD3OD, 300 MHz) 5 7.64 (m, 2H), 7.48 (d, 
0.8H, J=8.3 Hz), 7.37 (d, 1.2H, J=8.3 Hz), 7.23 (d, 1.2H, J=8.3 Hz), 7.21 (d, 0.8H, J=8.5 
Hz), 6.95-6.80 (m, 2H), 4.55 (s, 2H), 4.45 (s, 2H), 3.96 (t, 2H, J=6.4 Hz), 1.85-1.70 (m, 
2H), 1.55-1.30 (m, lOH), 0.91 (m, 3H). M"(LC/MS(ESI)): 464.3. HPLC (Condition A), Rt: 
5.57 min (HPLC purity: 96.8 %). Analysis calculated for C25H30F3NO4-O.9 H2O: C, 62.33; 
H, 6.65; N, 2,91%. Found: C, 62.09; H, 6.28; N, 2.78% 

Example 274: ir4-foctvloxv^benzvlir4-ftrifluoromefevDbenzvl1aminolfoxo^acetic acid>N- 
methvl-D-glucamine (i.e. l-deoxv-l-fmethvlamino'>plucitoD salt 

The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
glucamine and {[4-(octyloxy)benzyl][4-(trifluoromethyl)benzyl]amino}(oxo)acetic acid 
gave the title compound as a white solid (82%). M"(LC/MS(ESO): 4^4.3. HPLC (Condition 
A), Rt: 5.57 min (HPLC purity: 100 %). Analysis calculated for 

C25H3oF3N04.C7Hi7N05-2.0 H2O: C, 55.16; H, 7.38; N, 4.02%. Found: C, 55.21; H, 7.18; 
N, 4.02% 

Example 275: ff2-(3-chlorophenyl'>ethvllf4-dec-l-vavlbenzvnaminolfoxo')acetic acid 
Step a) Formation of 4-deC'l'ynylbenzaldehyde 

To a solution of 4-bromobenzaldehyde (30.0 g, 162.2 mmol), 1-decyne (26.9 g, 35 mL, 
194.6 mmol), Cul (309 mg, 1.62 mmol) and of EtsN (68 mL) in anhydrous THF (450 mL) 
were added PPh3 (1.7 g, 6.49 mmol) and Pd(OAc)2 (728 mg). The reaction mixture was 
refluxed under argon for 1 hour. After cooling to rt, the solution was concentrated under 
reduced pressure and the residual oil was dissolved in hexane (480 mL). The solution was 
washed with an aqueous solution of HCl (O.IN, Ix), brine (2x), water (2x), dried over 
MgS04, filtered and concentrated under reduced pressure to give a brown oil. Purification 
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by chromatography on silicagel (c-Hex/EtOAc 20/1) gave the title compound as a yeUow 
solid (34.7 g, 88%). NMR (CDCI3, 300 MHz) 5 9.97 (s, IH), 7.78 (d, 2H, J=8.7 Hz). 
7.51 (d, 2H, J=8.3 Hz), 2.42 (t, 2H, J=7.0 Hz). 1.67-1.55 (m. 2H), 1.50-1.38 (m. 2H), 1.36- 
1.21 (m. 8H), 0.87 (m, 3H). HPLC (Condition A), Rt: 5.50 min (HPLC purity: 93.2 %). 

Step b) Formation ofN-[2-(3-chlorophenyl)ethyl]-N-(4-deC'l-ynylbenzyl)amine and N-[2- 
(3-chlorophmyl)ethyl]-N-{4-[(IZ).dec-l-enylJbenzyl}amme in hplc ratio (74.3 / 24.3) 
The same procedure as employed in the preparation of Example 226 (step a) but using 4- 
dec-l-ynylbenzaldehyde and [2-(3-chlorophenyl)ethyl]amine gave the title compounds as a 
colorless oil (53%). M"(LC/MS(ESI)): 382.4. HPLC (Condition A), Rt: 4.65 (alkyne) and 
4.73(alkene) min (HPLC purity: 74.3 (alkyne) and 24.3 (akene) %). 

Step c) Formation of ethyl [[2-(3-chlorophenyl)ethyl](4-dec-l-ynylbenzyl)amino]- 
(oxo)acetate 

The same procedure as employed in the preparation of Exanqjie 15 (step b) but using N-[2- 
(3-chlorophenyl)ethyl]-N-(4-dec- l-ynylbenzyl)amine and N-[2-(3-chlarophenyl)ethyl]-N- 
{4-[(lZ).dec-l-enyl]benzyl}amine in hplc ratio (743/24.3) gave (after chromatography) 
the title compound as a colorless oil (2%). *H NMR (CDQs. 300 MHz) 5 7.37 (d, 2H, 
J=7.9 Hz). 7.24-6.91 (m. 6H), 4.57 (s, IH), 4.38-4.23 (m, 3H). 3.50-3.34 (m, 2H), 2.84-2.76 
(m, 2H). 2.38 (t, 2H. J=6.9 Hz). 1.65-1.53 (m, 2H), 1.47-1.22 (m. 13H), 0.89 (m, 3H) 
M*(LC/MS(ESr)): 482.4. HPLC (Condition A). Rt: 6.40 min (HPLC purity: 98.5 %). 

Stepd)Formanonof[[2-(3-chlorophenyl)ethyl](4-dec-l-ynylbenzyl)amino 
acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
[[2-(3-chlorophenyl)ethyl](4-dec-l-ynylbenzyl)amino](oxo)acetate gave the title conqjound 
as a colorless oil (32%). »H NMR (CDCI3. 300 MHz) 8 7.38 (m. 2H). 7.25-6.93 (m, 6H), 
4.95 (s. 0.8H), 4.59 (s, 1.2H), 3.95 (m, IH), 3.53 (m, IH), 2.90-2.73 (m, 2H), 2.39 (t, 2H. 
J= 6.9 Hz), 1.65-1.52 (m, 2H), 1.48-1.37 (m, 2H), 1.34-1.20 (m, 8H), 0.85 (m, 3H). M" 
(LC/MS(ESD): 452.2; M^(LC/MS(ESI)): 455.3. HPLC (Condition A), Rt: 5.85 min (HPLC 
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purity: 97.4 %). Analysis calculated for C27H32C1NO3-0.5 H2O: C, 70.04; H, 7.18; N, 
3.03%. Found: C, 70.39; H, 7.12; N, 2.96% 

Example 276: rr2-r3-cMorophenvnethvl1f4-rflZ'>-dec-l-envl1benzvn aiTiiTift)(nyn)ar.fttif. 
acid 

Step a) Formation of ethyl ([2-(3-chlorophenyl)ethyl]{4-[(lZ)-dec-l-er^l]benzyl}amino)- 
(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-[2- 
(3-chIorophenyl)ethyl]-N-(4-dec-l -ynylbenzyl)amine and N-[2-(3-chlorophenyl)ethjd]-N- 
{4-[(lZ)-dec-l-enyl]beiizyl}amine in hplc ratio (74.3 / 24.3) gave (after chromatography) 
the tifle compound as a colorless oil (2%). *H NMR (CDCI3, 300 MHz) 6 7.32-6.96 (m, 
8H), 6.39 (d, IH, J=l 1.7 Hz), 5.70 (m, IH), 4.61 (s, IH), 4.36 (q, 2H, J=7.1 Hz), 4.30 (s, 
IH), 3.54-3.38 (m, 2H), 2.90-2.76 (m, 2H), 2.32 (m, 2H), 1.52-1.22 (m, 13H), 0.89 (m, 3H) 
M*^(LaMS(ESI)): 484.3. HPLC (Condition A), Rt: 6.55 min (HPLC purity: 96.6 %). 

Step b) Formation of ([2-(3-chlorophenyl)ethyl]{4-[(lZ)-dec-l-enyl]benzyl}amino)(oxo)- 
acetic acid 

The same procedure as employed in the preparation of Exanq)le 1 (step e) but using ethyl 
([2-(3-chlorophenyl)ethyl]{4-[(lZ)-dec-l-enyl]benzyl}amino)(oxo)acetate gave the title 
compound as a colorless oil (69%). 'H NMR (CDCI3, 300 MHz) 8 7.29-6.99 (m, 81^, 6.37 
(d, IH, J=6.7 Hz), 5.68 (m, IH), 4.93 (s, IH), 4.92 (s, IH), 3.92 (m, IH), 3.54 (m, IH). 2.88 
(m, IH), 2.78 (m, IH), 2.29 (m, 2H), 1.49-1.37 (m, 2H), 1.33-1.18 (m, lOH), 0.86 (m, 3H) 
M"(LC/MS(ESI)): 454.2. HPLC (Condition A), Rt: 5.96 min (HPLC purity: 95.^ %). 

Example 277: ( r2-r3-chlorophenvnethvnr4-r3-undecvl-l ■2.4-oxadiazol-S-vnbenzvn- 
amino }foxotocetic acid 

Step a) Formation of 4-(3-undecyl-l,2,4-oxadiazol-5-yl)benzaldehyde 

To a solution of 4-carboxybenzaldehyde (20.0 g, 133.2 mmol) in anhydrous DCM (500 

mL) was added DIG (18.42g, 146.5 mmol). The mixture was stirred at rt for 30 min then a 
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solution of N-hydroxydodecanimidamide (31.41 g, 146.5 mmol) in anhydrous DCM (500 
mL) was added in one portion. The resulting reaction mixture was stirred overnight at rt 
The reaction was filtered, the collected solid washed with DCM and the solvent was 
concentrated in vacuo. The residue was heated at 1 15°C for 5 h in a mixture of toluene (285 
mL) and pyridine (115 mL). The solvents were evaporated off and Ihe resulting residue was 
purified on column (Si02, c-Hex/EtOAc 20/1) to give the title compound as a white solid 
(24.0 g, 55%). 'HNMR (CDQa, 300 MHz) 6 10.1 (s, IH), 8.18 (d, 2H, J=8.3 Hz), 7.94 (d, 
2H, J=8.3 Hz), 2.33 (t, 2H, J=7.4 Hz), 1.74-1.58 (m, 2H). 1.43-1.18 (m, 16H), 0.87 (m, 
3H). HPLC (Condition A), Rt: 5.83 min (HPLC purity: 99.6 %). 

Step b) Formation ofN-[2-(3-chlorophenyl)ett^l]-N-[4-(3-undecyl-1.2,4-oxadiazol-5- 
yl)beraylj amine 

The same procedure as enqsloyed in the preparation of Example 226 (step a) but using 4-(3- 
undecyl-l,2,4-oxadia2ol-5-yl)benzaldehyde and [2-(3-chlorophenyl)ethyl]amine gave the 
tifle compound as a colorless oil (62%). 'HNMR (CDQa, 300 MHz) S 7.99 (d, J=8.3 Hz, 
2H), 7.37 (d, J=8.3 Hz, 2H), 7.21-6.96 (m, 4H), 3.80 (s, 2H), 2.87-2.78 (m, 2H), 2.77-2.66 
(m, 4H), 1.80-1.66 (m, 2H), 1.40-1.10 (m, 16H), 0.80 (t, J=7.2 Hz, 3H). M^(LC/MS(ESI)): 
468.4. HPLC (Condition A), Rt: 5.1 min (HPLC purity: 99.1 %). 

Step c) Formation of ethyl {[2-(3-cMorophenyl)ethyl][4-(3-imdecyl-1.2,4-oxadiazol-5- 
yl)benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-[2- 
(3-chlorophenyl)ethyl]-N-[4-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl]amine gave the title 
compound as a colorless oil (99%). ^HNMR (CDCI3, 300 MHz) 5 8.13 (dd, Jl=1.7 Hz, J2= 
8.5 Hz. 2H), 7.46-7.37 (m, 2H), 7.26-7.20 (m, 2H), 7.18-6.95 (m, 2H), 4.67 (s, IH), 4.42- 
4.30 (m, 3H), 3.57-3.44 (m, 2H), 2.92-2.76 (m, 4H), 1.89-1.75 (m, 2H), 1.49-1.19 (m, 
19H), 0.89 (t, J=7.0 Hz, 3H). M'(LC/MS(ESI)): 568.2. HPLC (Condition A), Rt: 6.78 min 
(HPLC purity: 99.8 %). 
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Step d) Formation of {[2^(3-chlorophmyl)ethyl^ 
yl)benzyl]amino}(oxo)acettc acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{[2-(3-chlorophenyl)ethylJ[4-(3-undecyl.lA4.oxadiazol.5.^^^^ 

gave the title compound as a white powder (85%). 'H NMR (CDCI3. 300 MHz) 6 8 08 (d 
J=8.1 Hz. 2H), 7.94 (br s, IH). 7.36-7.26 (m, 2H), 7.20-6.91 (m. 4H), 4.86 (s, IH) 4 61 (s 
IH). 3.84 (t. J=7.6 Hz. IH). 3.51 (t. J=7.6 Hz. IH). 2.91-2.67 (m. 4H). 1.80-1.65 (m 2H) ' 
1.41-1.09 (m, 16H). 0.80 (t. J=6.8 Hz. 3H). M-(LaMS(ESD): 538.0. HPLC (Condition A) 

Rt: 6.21 min (HPLC purity: 98.4 %). Analysis calculated for C30H38CIN3O4.O.2 H2O: C. ' 

66.27; H. 7.12; N, 7.73%. Found: C, 66. 10; H. 7.16; N, 7.64% 

Example 278: {r2-r3-chlorophenvnethvnr4-r^.„^^^y l,l.^ 4.o..^,-.,^,^^ T')Vm--1] 
aminoKoxo)acetic acid, N-methyl-TVplncamin e (i.e l-d^Tv . l .rn,.thvl.^...> p,„^,-.^^^ 
The same procedure as employed in tiie preparation of Example 2 but using N-mefliyl-D- 
glucamine and {[2-(3-chloiophenyl)ethyl][4-(3-undecyl-1.2.4-oxadiazol-5- 
yl)benzyl]amino}(oxo)acetic acid gave tiie titie compound as a white soMd (84%) 
(LaMS(ESD): 538.4. HPLC (Condition A). Rt- 6.17 min (HPLC purity: 99.8 %). Analysis 
calculated for C3oH38ClN304.C7H,7N05.0.3 H^O: C. 60.00; H. 7.57; N, 7.56%. Found- C 
59.84; H. 7.70; N, 7.48% 



Example 279: oxo{ l(lR)-l-r4-rtrifl«omn.«.WlY T,^yi1ethvlU4-n.„.^^y,_i o ^ 
oxadiazol-5-vnben7:vl]a tnino> acerir.a>>i^ 



Step a) FormoHon ofN-{(lR).l.[4.(triJluoromethyl)phenylJeth^^^^^ 
oxadiazol-5-yl)benzyl] amine 

The same procedure as employed in the preparation of Example 226 (step a) but using 4-(3. 
undecyl-l,2,4-oxadiazol-5-yl)benzaIdehyde and (lR)-l-[4. 

(tiifluoromethyl)phenyl]ethylamine gave tiie titie compound as a coloriess oil (71o/o) 
M^(LC/MS(ESD): 502.4. HPLC (Condition A), Rt: 5.04 min (HPLC purity: 99.6 %). 
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Step b) Formation of ethyl oxo{{(lR).l.[4-(MfluoroTnethyl)phenylJethyl}[4-(3.^^ 
i,2,4-oxadiazol-5-yl)benzylJamino}acetate 

The same procedure as employed in flie preparation of Example 15 (step b) but using N- 

{(lR)^l-[4-(trifluoromethyl)phaiyl]ethyl}-N-[4-(3-undecyl-l,2,4-oxadiazol-5. 
yl)benzyl]amine gave the title compound as a colorless oil (89%). 'h NMR (CDCI3, 300 
MHz) 8 8.04 (d, J=8.3 Hz, IH), 7.99 (d, J=8.3 Hz, IH), 7.64-7.55 (m, 2H). 7.50-7.38 (m, 
2H). 7.30 (d, J=8.3 Hz, IH), 7.24 (d. J=8.3 Hz, IH), 5.94 (q, J=7.2 Hz. 0.5H), 5.12 (q, 
J=7.0 Hz, 0.5H). 4.80-4.06 (m, 4H), 2.86-2.73 (m, 2H), 1.86-1.73 (m, 2H), 1.60 (d, J=7.2 
Hz. 1.5H), 1.54 (d, J=7.3 Hz, 1.5H), 1.49-1.13 (m. 19H). 0.89 (t, J=6.9 Hz, 3H). M" 
(LaMS(ESI)): 600.1; M^(LC/MS(ESD): 602.5. HPLC (Condition A), Rt: 6.75 min (HPLC 
purity: 100 %). 

Step c) Formation ofoxo{{(lI0-l-[4-(trifluoromethyl)phenyl]ethyl}[4-(3-undecyl-l^ 
oxadiazol-5-yl)benzyl]amino}acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 

oxo{{(lR).l-[4-(trifluoromethyl)phenyl]ethyl}[4-(3-undecyl-l,2,4-oxadiazol.5- 
yl)benzyl]amino}acetate gave the title compound as a white powder (88%). NMR 
(CDCI3. 300 MHz) 6 7.94 (d, J=<7.0 Hz. IH). 7.89 (d, J=8.1 Hz, IH), 7.56-7.44 (m, 2H). 
7.37 (d. J=8.1 Hz. IH), 7.31 (d, J=8.1 Hz. IH), 7.18 (d. 8.1 Hz, IH). 7.10 (d. J=8.1 Hz.' 
IH). 6.02 (q. J=6.5 Hz, 0.5H). 5.75 (q, J=6.5 Hz. 0.5H), 4.99 (d. J=17 Hz. 0.5H). 4.67I49 
(m, IH), 4.14 (d, J=17 Hz, 0.5H). 2.78-2.64 (m, 2H), 1.81-1.63 (m. 2H). 1.55 (d, J=6.4 Hz, 
1.5H), 1.45 (d, J=6.5 Hz, 1.5H), 1.40-1.07 (m, 16H), 0.80 (t, J=6.8 Hz, 3H). M" 
(LC/MS(ESr)): 572.3. HPLC (Condition A), Rt: 6.21 min (HPLC purity: 97.9 o/.). 

Example 280: oxol ^(lRVl-r4-ftriflimr o methvnp hen vnethvnr4-n-undecvl-l , ?, 4- 
0xadia2ol-5-ynbenzynamino>acetic amrl , N -methvl-n- fr lucamine (\ « 1-deoxv-l- 

fmethvlamino'jglucitol') salt 

The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
glucamine and oxo{ {(lR)-l.[4-(trifluoromethyl)phenyl]ethyl} [4-(3-undecyl-l,2.4- 
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oxadia20l-5-yl)benzyl]aimno}acetic acid gave the title compound as a white powder (86%). 
M-(LC/MS(ESI)): 572.4. HPLC (Condition A). Rt 6.18 min (HPLC purity: 99.2 %). 
Analysis calculated for C3iH38F3N3O4.C7H,7NO5-0.5 H2O: C, 58.67; H, 7.26; N, 7.20%. 
Found: C, 58.58; H. 7.31; N, 7.12% 

Example 281: oxo{r4-(trifluoromethYl)phenvnr4-r3-iind«r.vT-i , ?.4-oxadiaT/.l-S-Y i)K^^.i1- 
amino) acetic acid 

Stqp a) Formation ofN-[4-(trifluoromethyl)p1ienyl].N.[4-(3-undecyl-^^^^ 
yljbenzyljamine 

The same procedure as employed in the preparation of Example 226 (step a) but using 4-(3- 
undecyl-l,2,4-oxadiazol-5-yl)ben2aldehyde and 4-(trifluorDmethyl)aniline gave the title 
compound as a colorless oil (76%). 'H NMR (CDQa, 300 MHz) 5 8.03 (d, J=8.3 Hz, 2H), 
7.42 (d, J=8.3 Hz, 2H). 7.32 (d. J=8.3 Hz. 2H), 6.54 (d, J=8.3 Hz, 2H), 4.40 (s, 2H), 2.71 (t. 
J=7.5 Hz, 2H), 1.80-1.65 (m, 2H), 1.40-1.07 (m, 16H). 0.80 (t, J=6.8 Hz, 3H).'m- ' 
(LCyMS(ESD): 472.5; M*(LaMS(ESI)): 474.2. HPLC (Condition A), Rt: 6.78 min (HPLC 
purity: 97.5 %). 

Step b) Formation of ethyl oxo{[4-(trifluoromethyl)phenyl][4-(3-undecyl.l,2.4-oxadiazol- 
5-yl)benzyl]amino}acetcae 

The same procedure as employed in the preparation of Example 15 (step b) but using N-[4- 
(trifluoromethyl)phenyl]-N-[4-(3-undecyl-l,2,4-oxadiazol.5-yl)benzyl]amine gave the title 
compound as a colorless oil (95%). »H NMR (CDCI3, 300 MHz) 5 8.09 (d, J=8.3 Hz, 2H), 
7.61 (d. J=8.3 Hz, 2H), 7.4 (d, J=8.3 Hz, 2H). 7.23 (d, J=8.3 Hz, 2H), 5.07 (s, 2H), 4^08 (q, 
J=7.2 Hz, 2H), 2.80 (t, J=7.9 Hz, 2H), 1.88-1.72 (m, 2H), 1.51-1.17 (m, 16H), 1.04 (t, 1=7.2 
Hz, 3H), 0.89 (t. J=7.2 Hz, 3H). M-(LC/MS(ESI)): 572.3; M^(LC/MS(ESI)): 574.4. HPLC 
(Condition A), Rt: 6.68 min (HPLC purity: 99.4 %), 



Step c) Formation of oxo{[4-(trifluoromethyl)phenyl][4-(3-undecyl-l,2.4-oxadiazol.5. 
yl)benzyl]amino}acetic acid 
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The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
oxo{[4KtrifIuoramelhyl)phenyl][4-(3-undecyl-l,2,4K)xadiazol-5-3d)benzyl]amm 
gave the title compound as a white powder (54%). *H NMR (CDCli, 300 MHz) 6 7.98 (d, 
J=8.3 Hz, 2H), 7.50 (d, J=8.0 Hz. 2H), 8.00 (d, J=8.0 Hz, 2H), 7.11 (d, J=8.0 Hz, 2H), 4.97 
(s, 2H), 2.70 (t. J=7.53 Hz, 2H), 1.76-1.61 (m, 2H), 1.39-1.09 (m, 16H), 0.8 (t, J=7.0 Hz, 
3H). M-(LC/MS(ESI)): 472.5 (M-CO-CO2); M^(LaMS(ESI)): 546.4. HPLC (Condition 
A), Rt: 6.12 min (HPLC purity: 97.5 %). Analysis calculated for C29H34F3N3O4: C,.63.84; 
H, 62&; N, 7.70%. Found: C, 63.77; H, 6.32; N, 7.60% 

Example 282: oxoir4-rtrifluoiomethvl'>p henvnr4-n-.indecvl-1.2.4-oicadia7r>l-S- 
ynbenzvllamino^ace tic acid. N-methvl-D-plucamine (i e. 1-deoxv-l- 
fmelhvlamino'tglucitpl') salt 

The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
glucamine and oxo{[4-(trifluoromethyl)phenyl][4-(3-undecyl-l,2,4-oxadiazol-5- 
yl)benz)d]ainino} acetic acid gave the titie compound as a white powder (89%). M' 
(LC/MS(ESr)): 472.5 (M-CO-CO2). HPLC (Condition A), Rt: 6.09 min (HPLC purity: 100 
%). Analysis calculated for C29H34F3N3O4.C7Hi7NO5-0.5 H2O: C, 57.67; H, 6.99; N, 
7.47%. Found: C, 57.40; H, 7.13; N, 7.36% 

Example 283: oxollflS Vl-r4-rfaifluoromeflivl\phenvnethvUr4-f3-undecvl-1.2 4- 
oxadiazol-5-vl'>benzvllamino> acetic acid 

St^ a) Formation of benzyl 4-[({(lS)-l-[4-(trifluoromethyl)phenyl]ethyl}amino)- 
methyljbenzoate 

The same procedure as employed in the preparation of Example 226 (step a) but using 
benzyl 4-formylbenzoate and (lS)-l-[4-(tiifluoromethyl)phenyl]ethylamine gave the titie 
compound as a pale yellow oil (83%). M*(LC/MS(ESI)): 414.3. HPLC (Condition A), Rt: 
3.77 min (HPLC purity: 99.1 %). 

Step b) Formation of benzyl 4-[((tert-butoxycarbonyl){(lS)-l-[4-(trifluoromethyl)phettyl]- 
ethyl}ammo)methyl]benzoate 
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The same procedure as employed in tibie preparation of Example 23 (step b) but using 
benzyl 4-[({(lS)-l-[4-(trifluorome&yl)phenyI]ethyl}amino)methyI]benzoate gave the title 
compound as a colorless oil (90%). HPLC (Condition A), Rt: 6.48 min (HPLC purity: 66.5 
%). 

Step c) Formation of tert-butyl (lSyi-[4-(trifluoromethyl)phenyl]ethyl[4-(3-u^ 
oxadiazol'5'yl)benzyl] carbamate 

The same procedure as employed in the preparation of Example 258 (step a and b) but 
using benzyl 4-[((tert-butoxycarbonyl){(lS)-l-[4- 

(trifluorometiiyl)phenyl]ethyl}amino)methyl]benzoate and N-hydroxydodecanimidamide 
gave the title compound as a colorless oil (85%). ^HNMR (CDQa, 300 MHz) 5 8.02 (d, 
J=8.1 Hz, 2H), 7.53 (d, J=8.1 Hz, 2H), 7.34-7.17 (m, 4H), 4.47 (br s, IH), 4.35 (br s, IH), 
2.75 (t, J=7.5 Hz, 2H), 1.83-1.69 (m, 2H), 1.60-1.14 (m, 29H), 0.90 (t, J=7.0 Hz, 3H). 
HPLC (Condition A), Rt: 8.02 min (HPLC purity: 95.7 %). 

Step d) Formation ofN-{(lS)'l'[4'(trijluoromethyl)phenyl]ethyl}-N-^^^ 
oxadiazol'5-yl)benzyl] amine 

The same procedure as employed in the preparation of Example 23 (step f) but using tert- 
butyl (1 S)- l-[4-(trifluoromethyl)phenyl]ethyl[4-(3-undecyl- l,2,4-oxadiazol-5- 
yl)benzyl]cjarbamate and gave the hydrochloride salt of the tifle compound. The salt was 
poured in DCM and the resulting solution washed with an aqueous solution of NaOH (IN). 
The solvent was dried over MgS04 filtered and evaporated to give the titie compound as a 
colorless oil (98%). *H NMR (DMSO-d6, 300 MHz) 5 10.18 (br s, 0.5H), 9.76 (br s, 0.5H), 
8.1 (d, J-8.3 Hz, 2H), 7.90-7.79 (m, 4H), 7.75 (d, J=8.3 Hz, 2H), 4.63-4.48 (m, IH), 4.30- 
5.16 (m, IH), 4.04-3.90 (m, IH), 3.00 (t, J=7.5 Hz, 2H), 1.78-1.63 (m, 5H), 1.41-1.24 (m, 
16H), 0.84 (t, J=7.3 Hz, 3H). HPLC (Condition A), Rt: 5.59 min (HPLC purity: 99.5 %). 



Step e) Formation of ethyl oxo{{(lS)-l-[4-(trifluoromethyl)phenylJethyl}[4-(3'tmdec^^^ 
l,2,4'Oxadiazol-5'yl)benzylJamino}acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N- 
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{(lS)-l-[4-(trifluoromethyl)phenyl]ethyl}-N-[4-(3Wecyl-l,2,4-oxadia2ol-5- 
yl)benzyl]amine gave the title compoimd as a colorless oil (93%). 

StepJ) Formation of oxo{{(lS)-l-[4-(tnfluoromethyl)phenyl]ethylU^^^ 
oxadiazol-5-yl)benzylJamino}acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 

oxo{{(lS)-l-[4-(trifluoromethyl)phenyl]ethyl}[4-(3-undecyl-l,2,4-oxadia2ol-5- 
yl)ben2yl]amino} acetate gave the title conqwund as a colorless oil (93%). 'HNMR 
(DMSO-De, 300 MHz) 5 7.80-7.60 (m. 2H), 7.45-7.16 (m, 6H), 7.02 (d, J=8.3 Hz, 2H), 
5.36 (m, 0.3H), 4.95 (m, 0.7H), 4.55-4.23 (m, 2H), 2.59-2.48 (m, 2H), 1.40 (d, J=6.5 Hz, 
2.1H). 1.35 (d, J=6.5 Hz, 0.9H), 1.19-0.90 (m, 16H), 0.65 (t, J=6.9 Hz. 3H). M" 
(LCyMS(ESI)): 572.3; ]V4r(LC/MS(ESI)): 573.9. HPLC (Condition A). Rt: 7.29 min (HPLC 
purity: 100 %). 

Example 284: oxol lSVl-r4-rtriflu oromethv1Vp h envnethvn[-4-f3-undecvl-17 , ^ 
oxadiazoI-5-vnbenzvnaminoUcetic a cid. N-Tnethvl-D-glucamine ri.e. l-denirv-1- 
(methvlamino')gluciton salt 

The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
glucamine and oxo{{(lS)-l-[4-(trifluoromethyl)phenyl]elhyl}[4-(3-undecyH,2,4- 
oxadiazol-5-yl)benzyl]amino}acetic acid gave the title compound as a white solid (92%). 
M-(LC/MS(ES1)): 572.3; M*(LC/MS(ESI)): 574.3. HPLC (Condition A). Rt 7.32 min 
(HPLC purity: 98.7 %). Analysis calculated for C31H38F3N3O4.C7H17NO5-O.9 H2O: C, 
58.14; H, 7.29; N, 7.14%. Found: C, 58.18; H, 7.27; N, 7.19% 

Example 285: rr3-chlorobenzvlV4-def,.1 -vnvlbenzvnaminoiroxoWti« ar.i^ 

Step a) Formation of N-(3-chlorobenzyl)-N-(4-dec-l-yrQ>lbenzyl)amine 

The same procedure as employed in the preparation of Example 226 (step a) but using 4- 

dec-l-ynylbenzaldehyde and 3-chlorobenzylamine gave the title compound as a colorless 

oil (60%). 'H NMR (CDCI3. 300 MHz) S 7.37-7.19 (m. 8H), 3.75 (s, 2H), 3.74 (s, 2H), 

2.37 (t, J=7.2 Hz, 2H), 1.64-1.52 (m, 2H), 1.48-1.37 (m, 2H), 1.36-1.19 (m, 8H), 0.91-0.81 
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(m. 3H). M*^(LaMS(ESI)): 368.4. HPLC (Condition A), Rt: 4.60 min (HPLC purity: 84. 1 
%). 

Step b) Formation of ethyl [(3-chlorobenzyl)(4-dec-l-ynylbenzyl)amino](oxo)acetate 
The same procedure as employed in the preparation of Example 15 (step b) but using N-(3- 
chlorobenzyl)-N-(4-dec-l-ynylbenzyl)amine gave tiie title compound as a colorless oil 
(52%). NMR (CDCI3, 300 MHz) 8 7.21-7.12 (m, 2H), 7.11-7.00 (m, 3H), 6.99-6.84 (m, 
3H). 4.25 (s, IH), 4.22 (s. IH), 4.18-4.04 (m, 4H), 2.19 (t. 2H), 1.52-0.95 (m. 15H), 0.69 (t, 
J=6.9 Hz, 3H). HPLC (Condition A), Rt 6.35 min (HPLC purity: 95.4 %). 

S'tep c; Formatiojt of [(3-chloroben2yl)(4-dec-l-ynylbenzyl)aminoJ(oxo)acetic acid 
The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
[(3-chlorobenzyl)(4-dec-l-ynylbenzyl)amino](oxo)acetate gave the title compound as a 
colorless oil (92%). 'HNMR (CD3OD. 300 MHz) 5 7.49-7.04 (m, 8H), 4.50 (s, 4H), 2.43 
(t, J=6.8 Hz, 2H), 1.71-1.25 (m, 12H), 0.94 (t, J=7.0 Hz, 3H). M-(LC/MS(ESI)): 438.1 
HPLC (Condition A), Rt: 5.73 min (HPLC purity: 96.1 %)J^ysis calculated for 
C26H30C1NO3-0.3 H2O: C, 70.12; H, 6.92; N, 3.14%. Found: C, 69.95; H, 6.73; N, 3.01% 

Example 286: rr3-chlorobenzvnr4- dec-l-vnvlbenzvnamino1foxo'>aceric acid. N-methyl-n- 
glucamine (i.e. l-deoxv-l-fmethvlamino)glucitol) salt 

The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
glucamine and [(3-chlorobenzyl)(4-dec-l-ynylben2yl)amino](oxo)acetic acid gave the title 
compound as a white powder (78%). M-(ESI): 438.0; M*^(ESI): 440.2. HPLC (Condition 
A), Rt: 5.70 min (HPLC purity: 98.3 %). Analysis calculated for 

C26H30CINO3.C7H17NO5-O.3 H2O: C, 61.87; H, 7.49; N, 4.37%. Found: C, 61.59; H, 7.48; 
N, 4.29% 



Example 287: rr2-(3-chlorophenvnet hvnf4-oct-l-vnvlbenzvnamino¥oxo^acetip. 
Step a) Formation of 4-oct-l-ynylbemaldehyde 

The same procedure as employed in the preparation of Example 275 (step a) but using 4- 
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bromobenzaldehyde and 1-octyne gave the title compound as a yellow oil (84%). *H NMR 
(CDaa. 300 MHz) 5 9.97 (s. IH). 7.78 (d. 2H, J=8.3 Hz), 7.51 (d, 2H. J=8.3 Hz), 2.42 (t, 
2H, J=7.0 Hz), 1.67-1.54 (m, 2H), 1.50-1.24 (m, 6H), 0.89 (m, 3H). M*(LC/MS(ESI)): 
215.4. HPLC (Condition A), Rt: 5.17 min (HPLC purity: 78.6 %). 

Step b) Formation ofN-[2-(3-chlorophenyl)ethyl]-N-^4-oct-l-ynylbenzyl)amine 
The same procedure as employed in the preparation of Example 1 (step a) but using 4-oct- 
1-ynylbenzaldehyde and [2-(3-chloiophenyl)ethyl]amine gave the title compound as a 
colorless oil (62%). *H NMR (CDCI3, 300 MHz) 5 7.26 (d, J=8.3 Hz, 2H), 7.19-7.08 (m, 
5H), 7.03-6.96 (m, IH). 3.71 (s, 2H), 2.83-2.67 (m. 2H), 2.32 (t. J=7.2 Hz, 2H), 1.63-1.44 
(m, 2H), 1.44-1.31 (m, 2H), 1.31-1.15 (m, 6H). 0.83 (t, J=8.3 Hz, 3H). M^(LaMS(ESI)): 
354.4. HPLC (Condition A), Rt 4.31 min (HPLC purity: 97.5 %). 

Step c) Formation of ethyl [[2-(3-chlorophenyl)ethyl](4-qct-l-ynylbenzyl)amino](oxo)- 
acetate 

The same procedure as employed in iJie preparation of Example 15 (step b) but using N-[2- 
(3-chlorophenyl)ethyl]-N-(4-oct-l-ynylbenzyl)amine gave the title compound as a coloriess 
oil (81%). 'H NMR (CDCI3, 300 MHz) 8 7.39 (d, J=7.7 Hz, 2H), 7.29-6.91 (m, 6H), 4.59 
(s, IH), 4.41-4.25 (m, 3H), 3.53-3.35 (m, 2H), 2.82 (q, J=7.3 Hz, 2H), 2.41 (t, J=7.0 Hz. 
2H), 1.69-1.55 (m, 2H), 1.54-1.25 (m, 9H), 0.90 (t, J=6.9Hz, 3H). M*(LC/MS(ESI)): 454.3 
HPLC (Condition A), Rt: 5.92 min (HPLC purity: 99.8 %). 

Step d) Formation of[[2-(3-chlorophenyl)ethyl](4-oct-l.ynylbenzyl)amino](oxo)aceHc acid 
The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
[[2-(3-chlorophenyl)ethyl](4-oct-l-ynylbenzyl)amino](oxo)acetate gave the title compound 
as a coloriess oil (96%). 'H NMR (CD3OD, 300 MHz) 5 7.39-6.85 (m, 8H), 4.49 (s, IH), 
4.32 (s, IH), 3.48-3.28 (m, 2H), 2.78 (t, J=7.6 Hz. IH), 2.66 (t, J=7.5 Hz, IH), 2.30 (t, 
J=6.4 Hz, 2H), 1.59-1.10 (m. 8H), 0.80 (t, J=6.9 Hz. 3H). M-(LC/MS(ESI)): 424.2 
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HPLC (Condition A), Rt: 53 1 min (HPLC purity: 99.7 %). Analysis calculated for 
C25H28C1NO3-0.1 H2O: C, 70.20; H, 6.64; N, 3.27%. Found: C, 69.97; H, 6.76; N, 3.20% 

Example 288: rr2-f3-chlorophenvnethvnr4-oct-l-vnvlbenzvnamino1foxo^acetic acid.N- 
metfavl-D-glucamine (i.e. 1-deoxv-l-rmethvlamino^gluciton salt 

The same procedure as employed in the preparation of Example 2 but using N-mefhyl-D- 
glucamine and [[2-(3-chlorophenyl)efliyl](4-oct-l-ynylbenzyl)amino](oxo)acetic acid gave 
the title compound as a white solid (92%). M'(LC/MS(ESI)): 424.3. HPLC (Condition A), 
Rt: 5.32 min (HPLC purity: 99.7 %). Analysis calculated for C25H28ClNO3.C7Hi7NOi-0.5 
H2O: C, 60.99; H, 7.36; N, 4.45%. Found: C, 60.98; H, 7.46; N, 4.40% 

Example 2 89: lf4-de c-l-vnvlben2vnr4-(trifluoromethvnphenvnaminoiroxQ^acetic acid 
Step a) Formation ofN-(4'dec-l'ynylbenzyl)-N'f4-(trifluoromethyl)ph^ 
The same procedure as employed in the preparation of Example 226 (step a) but using 4- 
dec-l-ynylbenzaldehyde and 4-(trifluoromethyl)aniline gave the title compound as a 
colorless oil (50%). 'H NMR (CDCI3, 300 MHz) 5 7.32 (d, J=8.3 Hz, 2H), 7.29 (d, J=8.3 
Hz, 2H), 7.21-7.13 (m, 2H), 6.50 (d, J=8.7 Hz, 2H), 4.28 (s, 2H), 2,32 (t, J=7.2 Hz, 2H), 
1.60-1.43 (m, 2H), 1.43-1.31 (m, 2H), 1.30-1.11 (m, 8H), 0.87-0.75 (m, 3H). 
(LC/MS(ESI)): 386.4. HPLC (Condition A), Rt: 6.43 min (HPLC purity: 82.6 %), 

Step b) Formation oftert-butyl {(4-deC'l-ynylbenzyl)[4-(trifluoromethyl)phenyl] amino}- 
(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-(4- 
dec-l-ynylbenzyl)-N-[4-(trifluoromethyl)phenyl]amine and tert-butyl chloro(oxo)acetate 
gave the title compound as a colorless oil (27%). *H NMR (CDCI3, 300 MHz) 5 7,58 (d, 
J=8.3 Hz, 2H), 7.31 (d, J=8.3 Hz, 2H), 7.18 (d, J=8.3 Hz, 2H), 7.12 (d, J-8.3 Hz, 2H), 5,01 
(s, 2H), 2.38 (t, J=7.2 Hz, 2H), 1.65-1.69 (m, 2H), 1.49-1,37 (m, 2H), 1.37-1.22 (m, 8H), 
1.17 (s, 9H), 0.87 (t, J=6.8 Hz, 3H). M*(LC/MS(ESI)): 460.1 (M-Z-Bu). HPLC (Condition 
A), Rt: 6.52 min (HPLC purity: 97.1 %). 
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St^ c) Formation of{(4-dec-l-ynylbenzyl)[4-(Mfluoromethyl)phei^l]amim>}(o^^ 
add 

The same procedure as employed in the preparation of Example 15 (step c) but using tert- 
butyl {(4-dec-l-ynylbeiizyl)[4-(trifluoromethyl)phenyl]amino}(oxo)acetate gave the title 
compound as a yellow foam (60%). 'HNMR (CDaa, 300 MHz) S 7.65 (m, 2H), 7.43 (m, 
2H). 7.27 (m, 2H), 5.76 (s, IH), 4.96 (s, 2H). 2.38 (t, 2H). 1.59-1.45 (m, 2H). 1.44-1.15 (m. 
12H). 0.84 (t, J=6.7 Hz. 3H). M-(ESr): 458. HPLC (Condition A), Rt: 5.70 min (HPLC 
purity: 94.6 %). 

Example 290: (f4-deo-l-vnvlbenzvlVl-r4-rtrifluorQmeth v lVphenvl1ethv1}amin»V^^ ^^ 
acid 

Step a) Formation ofN-(4-^-l.ynylbenzyl).N-{l-[4-(trifluoromethyl)phenyl]^^^^ 
The same procedure as employed in the preparation of Exanqsle 226 (step a) but using 4- 
dec-l-ynylbenzaldehyde and l-[4-(trifluoromethyl)phenyl]ethanamine gave tiie title 
compound as a colorless oil (54%). lt(ESl): 416.2. HPLC (Condition A), Rt: 4.67 min 
(HPLC purity: 87.6%). 

Step b) Formation of ethyl ((4-dec-I-ynylbenzyl){l-[4-(trifluorometki>l)phenyl]ethyl}- 
amino)(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-(4- 
dec-l-ynylbeiizyl).N-{l-[4-(trifluoromethyl)phenyl]ethyl}amine gave the title compound 
as a colorless oil (60%). 'H NMR (CDCI3, 300 MHz) 5 7.63-7.52 (m, 2H), 7.43-7.34 (m, 
2H), 7.32-7.20 (m, 2H). 7.07-6.95 (m. 2H), 5.81 (m, 0.5H), 5.03 (m. 0.5H), 4.77-3.86 (m, 
4H), 2.38 (t, J=7.2 Hz. 2H). 1.66-1.21 (m, 18H), 0.88 (t, J=7.1 Hz, 3H). M"(ESI): 516.2. 
HPLC (Condition A), Rt: 6.38 min (EiPLC purity: 98.2 %). 

Step c) Formation of((4-dec-l-ynylben2yl){l.[4-(trifluoromethyl)phenyl]ethyl}amino)- 
(axo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
((4-dec-l-ynylben2yl){l-[4-(tri£luoromefhyl)phenyl]ethyl}amino)(oxo)acetate gave the title 
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compound as a colorless oil (85%). NMR (DMSO-d6, 300 MHz) 5 7.53-739 (m, 2H), 
7.38-7.18 (m, 2H), 7.10-6.70 (m, 3H), 6.78 (d, J=8.3 Hz, IH), 5.24 (q, J=7.2 Hz, 0.4H), 
4.93 (q, J=7.2 Hz, 0.6H), 4.39-4.15 (m, 1.4H), 4.00-3.89 (m, 0.6H), 2.20-2.13 (m, 2H), 
1.41-0.96 (m, 15H), 0.66 (t, J=7.1 Hz, 3H). M"(LC/MS(ESI)): 486.3. HPLC (Condition A), 
Rt: 5.76 min (HPLC purity: 98.2 %). Analysis calculated for C28H32F3NO3-1.0 H2O: C, 
66.52; H, 6.78; N, 2.77%. Found: C, 66.73; H, 6.82; N, 2.72% 

Example 291: rf4-dec-l-vnvlbenzv ni l-r4-rtrifluoromethvlVhenvl1ethvl|aminoYoxQ^ac 
acid. N-metfavl-D-glucamine (i.e. l-deoxv-l-rmethvlamino^glucitoD salt 
The same procedure as employed in the preparation of Example 2 but using N-metliyl-D- 
glucamine and ((4-dec-l-ynylbenzyl){l-[4-(trifluoromethyl)phenyl]ettiyl}amino)(oxo)- 
acetic acid gave the title compound as a white solid (84%). M"(LC/MS(ESI)): 486.1. HPLC 
(Condition A), Rt: 5.79 min (HPLC purity: 98.3 %). Analysis calculated for 
C28H32F3NO3.C7Hi7NO5-1.0 H2O: C, 59.99; H, 7.33; N, 4.00%. Found: C, 60.22; H, 7.37; 
N,3.96% 

Example 292: 1 1 1 -methyl- 1 -r4-f trifluoromethynphenvnethvU r4-r3-undecvl- 1 .2.4^ 
oxadiazol-5-ynbenzvl"|amino> f oxo'>acetic acid 

Step a) Formation ofN-{l-methyl-l-[4'(trifluoromethyl)phenyl]ethyl}aceta 
To a cold (O^C) solution H2SO4 (2.68 g, 27.3 mmol) in CH3CN (91 mL) was added 
dropwise a solution of 2-(4-(trifluoromethyl)-phenyl)-2-propanol (1.86 g, 9,1 mmol) in 
CH3CN (9.1 mL). The resulting reaction mixture was stirred at 0°C for Ih then at rt for 23 
h. The solvent was evaporated under vacuo and H2O was added (20 mL). The mixture was 
extracted with Et20 (2x 50mL) and the combined organic layers were washed with H2O (2x 
20 mL), an aqueous solution of NaOH (IN) (2x 20 mL), dried over MgS04, filtered and 
evaporated to give tiie title compound as white solid (2.00 g, 90%). ^H NMR (CDCI3, 300 
MHz) S 7.69 (d, J=8.3 Hz, 2H), 7.59 (d, J=8.3 Hz, 2H), 2.10 (s, 3H), 1.79 (s, 6H). HPLC 
(Condition A), Rt: 3.18 min (HPLC purity: 97.2 %). 
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Step b) Formation of l-methyl-l-[4-(triflttoromethyl)phenyl]ethylamine 
To a solution N-{l-methyl-l-[4-(trifluoromethyl)phenyl]efhyl}acetamide (2.0 g, 8.16 
mmol) in ethylene glycol (5 mL) was added KOH (3.66 g, 8.16 mmol) and the resulting 
mixture was heated for 48 h at 170°C. After cooling to rt, the reaction mixtuie was 
extracted with EtaO (3x 20 mL). The combined organic layers were washed with water 
(4x), dried over MgS04, filtered and evaporated to give a colorless oil. Hiis oil was 
dissolved m Et20 (30 mL) and a saturated solution of HQ in EtaO (10 mL) was added. The 
white precipitate was collected, washed wifli Et20 (3x 10 mL) and dried under vacuo. This 
solid was flien poured into Et20 (50 mL) and a IN aqueous solution of NaOH (20 mL) 
were added. The organic layer was separated and the aqueous layer was extracted with 
EtaO. The combined organic layers were washed with water (2x 20 mL), dried over 
MgS04, filtered and evaporated to give the title compound as colorless oil (1.2 g, 72 %). *H 
NMR (CDCI3. 300 MHz) 5 7.60-7.46 (m, 4H), 1.53 (br s, 2H), 1.43 (s, 6H). HPLC 
(Condition A), Rt: 1.73 min (HPLC purity: 94.0 %). 

Step c) Formation ofN-{l-methyl-l-[4-(trifluoromethyl)phenyl]ethyl}-N-[4-(3-undecyl- 
J,2,4-oxadiazol-5-yl)benzy/J amine 

The same procedure as employed in the preparation of Example 226 (step a) but using 4-(3- 
undecyl-l,2,4-oxadiazol-5-yl)benzaldehydeand l-methyl-l-[4- 

(trifluoromethyl)phenyl]ethylamine gave the title compound as a colorless oil (78%). *H 
NMR (CDCI3, 300 MHz) 5 8.07 (d, J=7.9 Hz, 2H), 7.73-7.59 (m, 4H), 7.49 (d, J=8.3 Hz, 
2H), 3.57 (s, 2H), 2.80 (t, J=7.5 Hz, 2H), 1.89-1.74 (m, 2H), 1.57 (s, 3H), 1.47-1.17 (m, 
19H), 0.88 (t, J=7.0 Hz, 3H). M^(LC/MS(ESI)): 516.3. HPLC (Condition A), Rt 5.02 min 
(HPLC purity: 98.2%). 

Step d) Formation of ethyl ({l-methyl-l-[4-(trifluororMt}tyl)phenyl] ethyl} [4-(3-undecyl- 
l,2,4-oxadiazol-5-yl)benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-{1- 
methyl-l-[4-(trifluoromethyl)phenyl]ethyl}-N-[4-(3-undecyl-l,2,4-oxadiazol-5- 
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yl)beiizyl]aimne gave the title compound as a yellow oil (87%). *H NMR (CDCI3, 300 
MHz) 5 8.15 (d, J=8.3 Hz, 2H), 7.70-7.50 (m, 4H), 7.42 (d, J=8.3 Hz, 2H), 4.92-4.75 (m, 
2H), 4.31-4.18 (m, 1.3H), 3.65-3.52 (m, 0.7H), 2.79 (t, J=7.2 Hz, 2H), 1.91-1.75 (m, 2H), 
1.75-1.60 (m, 3H), 1.54 (s, 3H), 1.48-1.00 (m, 19H), 0.87 (t, J=7.0 Hz, 3H). M* 
(LC/MS(ESI)): 614.2; M^(LC/MS(ESI)): 616.4. HPLC (Condition A), Rt: 6.64 min (HPLC 
purity: 99.7 %). 

Step e) Formation of {{l-methyl-l-[4'(trifluoromethyl)phenyl]ethyl}[4-(3-und^ 
oxadiazol'5-yl)benzyl]amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{{l-methyl-l-[4-(trifluoromethyl)phenyl]ethyl}[4-(3-undecyl-l,2,4-oxadiazol-5- 
yl)benzyl]ainino}(oxo)acetate gave the title compound as a colorless foam (94%). ^H NMR 
(CD3OD, 300 MHz) 6 8.08 (d, J=8.3 Hz, 2H), 7.67 (d, J=8.3 Hz, 2H), 7.51 (d, J=8.3 Hz, 
2H), 7.45 (d, J=8.3 Hz, 2H), 5,03 (s, 2H), 2.80 (t, J=7.5 Hz, 2H), 1.82-1.48 (m, 8H), 1.40- 
1.10 (m, 16H), 0.89 (t, J=7.0 Hz, 3H). M-(LCyMS(ESI)): 586.2. HPLC (Condition A), Rt: 
6.21 min (HPLC purity: 99.6 %). Analysis calculated for C32H4oF3N304-0.2 H2O: C, 65.00; 
H, 6.89; N, 7.1 1%. Found: C, 64.64; H, 6.69; N, 6.84% 

Example 293: I n-methvl-l-r4-ftrifluoromethvl>DhenvnethvUr4-f3-midecvl-L2.4> 
oxadiazol-5-vnbenzvllaminolfoxo^acetic acid. N-meflivl-D-glucamine fi.e. 1-deoxv-l- 
fmetiivlamino'^glucitoD salt 

The same procedure as employed in the preparation of Example 2 but using N-metiiyl-D- 
glucamine and {{l-methyl-l-[4-(trifluoromethyl)phenyl]efliyl}[4-(3-undecyl- 1,2,4- 
oxadiazol-5-yl)benzyl]amino}(oxo)acetic acid gave the titie compound as a white powder 
(95%). M-(LaMS(ESI)): 586.3. HPLC (Condition A), Rt: 6.22 min (HPLC purity: 99.9 
%). Analysis calculated for C32H4oF3N304.C7Hi7N05-1.5 H2O: C, 57.84; H, 7.47; N, 
6.92%. Found: C, 57.79; H, 7.46; N, 6.88% 

Example 294: {f2-f3-chlorophenvnethvnr4-f3-octvl-1.2.4-oxadiazoI-5-v»benzvn-amino}- 
foxo'^acetic acid 
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Step a) Formation of 4-(3-octyl-l,2,4-oxadiazol-5-yl)benzaldehyde 
The same procedure as employed in the preparation of Example 277 (step a) but using 4- 
caiboxybenzaldehyde and N-hydroxynonanimidamide gave the title compound as a beige 
solid (34%). >HNMR (CDCI3, 300 MHz) 8 10.1 (s, IH), 8.29 (d. 2H, J=8 J Hz), 8.03 (d, 
2H, J=8.3 Hz), 2.81 (t, 2H, J=7.4 Hz). 1.86-1.75 (m. 2H), 1.46-1.21 (m, lOH), 0187 (m, 
3H). HPLC (Condition A), Rt: 5.16 min (HPLC purity; 95.4 %). 

Step b) Formation ofN-[2-(3-chlorophenyl)ethylJ-N-[4-(3-octyl-1.2.4-oxadiazol-5- 
yl)benzyl] amine 

The same procedure as employed in the preparation of Example 226 (step a) but using 4-(3- 
octyl-l,2,4-oxadiazol-5-yl)benzaldehyde and [2-(3-chlorophenyl)ethyl]aniine gave the title 
compound as a colorless oil (76%). 'H NMR (CDQa, 300 MHz) S 8.06 (d, J=8.3 Hz, 2H), 
7.44 (d. J=8.3 Hz, 2H), 7.23-7.00 (m, 4H), 3.88 (s, 2H). 2.95-2.68 (m, 6H), 1.75-1.65 (m, 
2H), 1.41-1.20 (m, lOH). 0.87 (t, J=7.1 Hz, 3H). M*(LC/MS(ESI)): 426.4. HPLC 
(Condition A), Rt: 4.35 min (HPLC purity: 99.6 %). 

Step c) Formation of ethyl {[2-(3-chlorophenyl)ethylJ[4-(3-octyl-1.2.4-axadiazol-5- 
yl)benzyl]amino}(oxo)acetate 

The same procedure as employed in the prqparation of Exanq>le 15 (step b) but using N-[2- 
(3-chlorophenyl)ethyl]-N-[4-(3-octyl-l,2,4-oxadiazol-5-yI)benzylJamine gave the title 
compound as a colorless oil (59%). *H NMR (CDCI3, 300 MHz) 6 8.05 (dd, Jl=8.3 Hz, 
J2=1.5 Hz, 2H), 7.37-7.39 (m, 2H), 7.18-7.12 (m, 2H), 7.09-6.87 (m, 2H), 4.59 (s, IH), 
4.43-4.22 (m, 3H), 3.48-3.35 (m, 2H), 2.84-2.68 (m. 4H), 1.80-1.68 (m. 2H), 1.38-1.14 (m, 
13H), 0.87 (t, J=7.0 Hz, 3H). M-(LaMS(ESI)): 524.4; M*^(LC/MS(ESI)): 526.4. HPLC 
(Condition A), Rt: 6.06 min (HPLC purity: 99.8 %). 

St^ d) Formation of {[2-(3-chlorophenyl)ethylJ[4-(3-octyl-1.2,4-oxadiazol-5-yl)benzylJ- 
amino}(oxo)acetic acid 

The same procedure as enq>loyed in the prq>aration of Example 1 (step e) but using ethyl 
{[2-(3-chlorophenyl)ethyl][4-(3-octyl-l,2,4.oxadiazol-5-yl)benzyl]amino}(oxo)acetate 
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gave the title compound as a colorless oil (79%). NMR (CD3OD, 300 MHz) 5 8.14 (d, 
J=8.3 Hz. 2H), 7.60-7.49 (m. 2H), 7.34-7.09 (m. 4H). 4.72 (s, 1.2H). 4.57 (s, 0.8H), 3.67.' 
3.49 (m. 2H). 3.03-2.76 (m, 4H), 1.90-1.75 (m. 2H). 1.51-1.24 (m, lOH), 0.89 (t, J=7.0 Hz. 
3H). M-(LaMS(ESI)): 496.3. HPLC (Condition A), Rt: 5.48 min (HPLC purity: 100 %). ' 
Analysis calculated for C27H32aN3O4-0.5 H2O: C, 63.96; H, 6.56; N, 8.29%. Found: C, 
63.96; H, 6.59; N, 8.20% 

Example 295: m-(3-chloTOvh^vl)ethvm4^r^^. t vU^.2JL^^.Ai^^^^^ 
(oxo)acetic acid, N-methyl-D-glucamine (i.e. l-denw-H t neflivlaminoV lyoitni) 
The same procedure as employed in the preparation of Example 2 but using N-mefliyl-D- 
glucamine and {[2-(3-chlorophenyl)ethyl][4-(3-octyl-1.2,4-oxadiazol-5- 
yl)benzyl]amino}(oxo)acetic acid gave the titie conqjound as a white soKd (68%). M" 
(LC/MS(ESD): 496.2. HPLC (Condition A). Rt: 5.51 min (HPLC purity: 99.4 %). Analysis 
calculated for C27H32C1N304.C7H,7N05-1.5 H2O: C, 56.70; H. 7.28; N, 7.78%. Found: C. 
56.83; H, 7.48; N, 7.77% 

Example 296: {r4-(3-octyl-1 ,?, 4-oxadia7.ol-5-vnhenzvnr4-rtrifl«» r omethvI^l,^^ l1.^,'^^^ 
foxo")acetic acid 

Step a) Formation ofN-[4-(3-octyl-l,2.4-oxadiazol-5-yl)benzyl]-N-[4-(tr^^ 
benzyljamine 

The same procedure as employed in the preparation of Example 223 (step b) but using 4.(3- 
octyi-1 A4-oxadiazol-5-yl)ben2aldehyde and 4-(trifluoromethyl)benzylamine gave the title 
compound as a colorless oil (49%). M*(LC/MS(ES1)): 446.4. 

St^ b) Formation of ethyl ([H3-octyl-lX4-^xadiazol-5-yl)ben7yl][4.(tnfluorometm- 
benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-[4- 
(3-octyl-1.2,4-oxadiazol-5-yl)benzyl]-N-[4-(trifluoromethyl)benzyl]amine gave the title 
compound as a colorless oil (89%). ^H NMR (CDQa, 300 MHz) 5 8.05 (d, J=8.3 Hz. IH), 
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8.02 (d, J=8.3 Hz, IH), 7.60-7,49 (m, 2H), 7.39-7.22 (m, 4H), 4.50 (s, 2H), 437 (s, 2H), 
4.34-4.23 (m, 2H), 2.78-2.67 (m, 2H), 1.82-L66 (m, 2H), 1.42-Lll (m, 13H), 0.81 (t, J=7.2 
Hz, 3H). ]Vr(LC/MS(ESI)): 544.3; M^(LC/MS(ESI)): 546.2. HPLC (Condition A), Rt: 5.98 
min (HPLC purity: 98.5 %). 

iS/ep Formation of {[4-(3-octyl'l,2A'OxadiazoU5-yl)ben7yl][4'(trifl^ 
amino} (oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{[4-(3-octyl-l,2,4-oxadiazol-5-yl)benzyl][4-(trifluorometiiyl)benzyl]amino}(oxo)acetate 
gave the title compound as a colorless oil (90%). ^H NMR (CD3OD, 300 MHz) 5 8.16-8.04 
(m, 2H), 7.71-7.38 (m, 6H), 4.66 (s, 2H), 4,64 (s, 2H), 2.80 (m, 2H), 1.91-1.76 (m, 2H), 
1.52-1.25 (m, lOH), 0.91 (t, J=7.0 Hz, 3H), M'(LC/MS(ESI)): 516.2. HPLC (Condition A), 
Rt: 5.45 min (HPLC purity: 98.3 %). Analysis calculated for C27H3oF3N304-0.2 H2O: C, 
62.23; H, 5.88; N, 8.06%. Found: C, 62.10; H, 6,04; N, 7.87% 

Example 297: ( r4-(3-octvl- 1 .2.4-oxadiazol-5-vDbenzvlir4-f trifluoromethvnbenzvll amino} - 
Toxo^acetic acid. N-methvl-D-glucamine (i.e. l-deoxv-l-fmethvlamino^glucitoH salt 
The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
glucamine and { [4-(3 -octyl- 1 ,2,4-oxadiazol-5 -yl)benzyl] [4-(trifluoromethyl)ben2yl]- 
amino}(oxo)acetic acid gave the title compoxmd as a white solid (82%). M'(LC/MS(ESI)): 
516.3. HPLC (Condition A), Rt: 5.43 min (HPLC purity: 98.6 %). Analysis calculated for 
C27H3oF3N304.C7Hi7N05-1.0 H2O: C, 55.88; H, 6.76; N, 7.67%. Found: C, 55.54; H, 6.79; 
N, 7.55% 

Example 298: { U4-fdodecvloxYVl-naphthvl1methvUr4-ftrifluoromethvnbenzvl'1 ammo}- 
(oxo'tacetic acid 

Step a) Formation of 4-(dodecyloxy)-l-naphthaldehyde 

To a solution of 1-bromodecane (10.0 g, 40.12 mmol) and 4-hydroxy-l-naphtaldehyde 
(6.29 g, 36.5 mmol) in anhydrous DMF (150 mL) was added NaOMe (2.38 g, 44.1 mmol) . 
The mixture was stirred at 50°C for 5 h. The reaction mixture was cooled to rt and 
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concentrated under vacuo. The residue was dissolved in EtOAc and washed with brine (3x), 
dried over MgS04, filtered and concentrated under reduced pressure to give an orange 
solid. Purification by chromatography (SiOz, c-Hex/EtOAc 9/1) gave the title product as a 
beigepowder (11.12 g, 81%). 'HNMR(CDCl3, 300 MHz) 8 10.2 (s, lH),9.29(d, IH, 
J=8.7 Hz), 8.35 (d, IH, J=8.7 Hz), 7.90 (d, IH, J=8.3 Hz), 7.69 (m, IH), 7.57 (m, IH), 6.90 
(d, IH, J=7.9 Hz), 4.23 (t, 2H, J=6.4 Hz), 2.01-1.79 (m, 2H),1.68-1.48 (m, 2H), 1.45-1.20 
(m, 16H), 0.87 (m, 3H). HPLC (Condition A), Rt: 6.61 min (HPLC purity: 85.8 %). 

St^ b) Formation ofN-{[4-(dodecylo:iQf)-l-naphthyl]methyl}-N-[4-(trifluoromethyl)- 
benzyljamine 

The same procedure as employed in the preparation of Example 226 (step a) but using 4- 
(dodecyloxy)-l-naphthaldehyde and 4-(trifluoromethyl)benzylamine gave the title 
conqjound as a colorless oil (66%). 'H NMR (CDCI3, 300 MHz) 8 8.20 (d, J=7.9 Hz, IH), 
7.91 (d, J=7.9 Hz, IH), 7.76-7.41 (m, 6H), 7.32 (d, J=7.5 Hz, IH), 6.72 (d, J=7.5 Hz, IH), 
4.19-4.11 (m, 4H), 3.63 (s, 2H), 1.96-1.84 (m, 2H), 1.63-1.47 (m, 2H), 1.45-1.20 (m, 16H), 
0.87 (t, J=6.8 Hz, 3H). HPLC (Condition A), Rt: 5.41 min (HPLC purity: 100 %). 

St^ c) Formation of ethyl {{[4-(dodecylo7:y)-l-riaphthyl]methyl}[4-(trifluoromethyl)- 
henzyl]amino}(oxo)acetate 

The same procedxire as employed in the preparation of Example 15 (step b) but using N- 
{[4-(dodecyloxy)-l-naphthyl]methyl}-N-[4-(trifluoromethyl)benzyl]amine gave the title 
compound as a colorless oil (88%). *H NMR (CDCI3, 300 MHz) 8 8.20 (d, J=7.5 Hz, IH), 
7.91 (d, J=8.0 Hz, 0.5H), 7.76 (m, 0.5H), 7.60-7.44 (m, 4H), 7.28 (m, 1.5H), 7.19 (t, J=8.3 
Hz, IH), 7.02 (d, J=7.9 Hz, 0.5H), 6.72 (d, J=7.9 Hz, 0.5H), 6.68 (d, J=7.9 Hz, 0.5H), 4.93 
(s, IH), 4.79 (s, IH), 4.52 (s, IH), 4.40-4.23 (m, 3H), 4.11 (m, 2H), 1.93 (m, 2H), 1.40-1.15 
(m, 21H), 0.87 (t, J=6.9 Hz, 3H). HPLC (Condition A), Rt: 6.98 min (HPLC purity: 96.6 
%). 

St^ d) Formation of {{[4-(dodecyloo^)-l-naphthyl]methyl}[4-(trtfluoromethyl)benzyl]- 
amino}(oxo)acetic acid 
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The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{ {[4-(dodecyloxy)-l-naphthyl]methyl} [4-(trifluoromethyl)benzyl] amino} (oxo)acetate gave 
flie title compound as a white powder (67%). *H NMR (CD3OD, 300 MHz) 5 830-8.19 (m, 
IH), 8.00-7.91 (m, IH), 7.61-7.26 (m, 6H), 7.21-7.09 (s, IH), 4.98 (s, 2H), 4.54 (s, IH), 
4.46 (s, IH), 4.17 (m, 2H), 2.05-1.88 (m, 2H), 1.71-1.55 (m, 2H), 1.55-1.21 (m, 16H), 0.91 
(t, J=6.8 Hz, 3H). ]Vr(LC/MS(ESI)): 570.2. HPLC (Condition A), Rt: 6.44 min (HPLC 
purity: 100 %). 

Example 299: 1 1 \4'( dodecvloxvV 1 "naphthvllmethvll r4-rtrifluoromethvnbenzvl]amino} - 
(oxo^acetic acid. N-methvl-D-glucamine (i.e. l-deoxv-l-fmethvlamino^glucitoD salt 
The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
glucamine and {{[4-(dodecyloxy)-l-naphthyl]methyl}[4- 

(trifluoromethyl)benzyl]amino}(oxo)acetic acid gave the title compound as a pink solid 
(68%). ]Vr(LC/MS(ESI)): 570.3. HPLC (Condition A), Rt: 6.45 min (HPLC purity: 99.7 
%). Analysis calculated for C33H40F3NO4.C7H17NO5-I.5 H2O: C, 60.52; H, 7.62; N, 3.53%. 
Found: C, 60.71; H, 7.50; N, 3.56% 

Example 300: rf4-bromobenzvl¥4-oct-l-vnvlbenzvDamino1(oxo1acetic acid 
Step a) Formation ofN'(4'bromobenzyiyN''(4'OCt'l-ynylbenzyl)amine 
The same procedure as employed in the preparation of Example 226 (step a) but using 4- 
oct-l-ynylbenzaldehyde and 4-bromobenzylamine gave the title compound as a colorless 
oil (86%). ^H NMR (CDCI3, 300 MHz) 8 7.47 (d, J=8.3 Hz, 2H), 7.38 (d, J=8.3 Hz, 2H), 
7.30-7.19 (m, 4H), 3.78 (s, 2H), 3.75 (s, 2H), 2.42 (t, J=6.8 Hz, 2H), L69-1.55 (m, 2H), 
1.54-1.42 (m, 2H), 1.42-1.27 (m, 4H), 0.93 (t, J=6.8 Hz, 3H). M'(LC/MS(ESI)): 384.4 
HPLC (Condition A), Rt: 4.18 min (HPLC purity: 97.6 %). 

Step b) Formation of ethyl [(4-bromobenzyl)(4-oct-l'ynylben2yl)amino](oxo)acetate 
The same procedure as employed in the preparation of Example 15 (step b) but using N-(4- 
bromobenzyl)-N-(4-oct-l-ynylbenzyl)ainine gave the title compound as a yellow oil (93%). 
^H NMR (CDCI3, 300 MHz) 6 7.56-7.44 (m, 2H), 7.45-7.34 (m, 2H), 7.22-7.06 (m, 4H), 
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4.51-4.23 (m, 6H), 2.49-2.37 (m, 2H), 1.75-1.56 (m, 2H), 1.54-1.24 (m, 9H), 0.92 (t, J=7.0 
Hz, 3H). HPLC (Condition A), Rt: 98.9 min (HPLC purity: 95.2 %). 

Step c) Formation of [(4-bromobenzyl)(4-oct-l-ynylbenzyl)amino](oxo)acetic add 
The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
[(4-bromobenzyl)(4-oct-l-ynylbenzyl)amino](oxo)acetate gave the title compound as a 
colorless oil (87%). 'HNMR (CD3OD, 300 MHz) 5 7.57-7.47 (m, 2H), 7.39-7.31 (m, 2H), 
7.29-7.22 (m, 2H). 7.18-7.1 1 (m, 2H), 4.47 (s, 2H), 4.45 (s, 2H), 2.42 (t, J=6.8 Hz. 2H), 
1.69-1.30 (m, 8H). 0.96 (t, J=7.0 Hz, 3H). M (LC/MS(ESI)): 455.8. HPLC (Condition A), 
Rt: 5.28 min (HPLC purity: 98.7 %). 

Example 30 1 : T H-rfdodecvlamino^carbonvllbenzvl I (2-hvdroxv- 1 -phenvlethvnaminol- 
(oxotacetic acid 

Step a) Formation ofN-dodecyl-4-{[(2-hydroxy-l-phenylethyI)aminoJmethyl}benzamide 
The same procedure as employed in the preparation of Example 226 (step a) but using N- 
dodecyl-4-formylbenzamide and 2-amino-2-phenylethanol gave the title compound as a 
white powder (83%). *H NMR (CD3OD, 300 MHz) 5 7.79 (d, J=8.3 Hz, 2H), 7.44-7.26 (m, 
7H), 3.85-3.56 (m, 5H), 3.39 (t, J=7.2 Hz, 2H), 1.71-1.58 (m, 2H), 1.47-1.25 (m, 18H), 
0.92 (t, J=6.8 Hz, 3H) M'(LC/MS(ESI)): 437.5; M^(LC/MS(ESI)): 439.6 
HPLC (Condition A), Rt: 4.26 min (HPLC purity: 98.8 %). 

Step b) Formation of4-[(2,3-dioxo-5-phenylmorpholin-4-yl)methyl]-N-dodecylbemamide 
The same procedure as employed in the preparation of Example 15 (step b) but using N- 
dodecyl-4-{[(2-hydroxy-l-phenylefliyl)amino]methyl}benzamide gave the title compovmd 
as a colorless oil (39%). 'HNMR (CDCI3, 300 MHz) 6 7.66 (d, J=8.3 Hz, 2H), 7.41-7.31 
(m, 3H), 7.19 (d, J=8.3 Hz, 2H), 7.15-7.05 (m, 2H), 6.17 (t, J=6.0 Hz, IH), 5.43 (s, 0.5H), 
5.38 (s, 0.5H), 4.64-4.47 (m, 2H), 4.41-4.31 (m, IH), 3.77 (s, 0.5H), 3.72 (s, 0.5H), 3.37 
(m, 2H), 1.61-1.48 (ra, 2H), 1.38-1.09 (m, 18H), 0.81 (t, J=7.1 Hz, 3H). M-(LC/MS(ESI)): 
491.4; M*"(LC/MS(ESI)): 493.4. HPLC (Condition A), Rt: 5.48 min (HPLC purity: 98.8 
%). 
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Step c) Formation of [{4'[(dodecylamino)carbonyl]henzyl}(2-hydro^^ 
amino] (oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using 4-[(2,3- 
dioxo-5-phenylmorpholin-4-yl)methyl]-N-dodecylbenzamide gave the title compoimd as a 
colorless oil (87%). NMR (CDCI3, 300 MHz) 8 7.54 (m, 2H), 7.31-7.20 (m, 3H), 7.15- 
6.91 (m, 4H), 6.02 (br s, IH), 5.30 (d, J=14.6 Hz, IH), 4.56-4.20 (m, 3H), 3.63 (d, J=14.6 
Hz, IH), 3.26 (m, 2H), 1.51-1.35 (m, 2H), 1.32-0.97 (m, 18H), 0.70 (t, J=6.9 Hz, 3H). 
(LC/MS(ESI)): 509.4; M^(LC/MS(ESI)): 5 1 1 .4. HPLC (Condition A), Rt: 5.47 min (HPLC 
purity: 90.2 %). 

Example 302: f(4-dec-l-vnvlbenzvDll-methvl-l-r4-(trifluoromethvDphenvllethvl>- 
aminoVoxo'^acetic acid 

Step a) Formation ofN-(4-decA'ynylbenzyl)'N'{l'methyUl'[4-(trijluoro 
ethyljamine 

The same procedure as employed in the preparation of Example 226 (step a) but using 4- 
dec-l-ynylbenzaldehyde and l-mefhyl-l-[4-(trifluoromethyl)phenyl]ethylamine gave the 
title compound as a colorless oil (79%). ^H NMR (CDCI3, 300 MHz) 5 7.74-7.57 (m, 4H), 
7.36 (d, J=8.1 Hz, 2H), 7.24 (d, J=8.3 Hz, 2H), 3.48 (s, 2H), 2.41 (t, J=7.2 Hz, 2H), 1.73- 
1.22 (m, 18H), 0.91 (t, J=7.0 Hz, 3H). M^(LC/MS(ESI)): 430.4. HPLC (Condition A), Rt: 
4.69 min (HPLC purity: 99.8 %). 

Step b) Formation of ethyl ((4-deC'l-ynylbenzyl){l'methyl-'l'-[4'(trifluoromethyl)phenyl]'- 
ethyl}amino)(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-(4- 
dec-l-ynylbenzyl)-N-{l-mefhyl-l-[4-(trifluoromethyl)phenyl]ethyl}amine gave flie title 
compound as a colorless oil (91%). ^H NMR (CDCI3, 300 MHz) 5 7.58 (d, J=8.1 Hz, 2H), 
7.51-7.25 (m, 6H), 4.90-4.71 (m, 2H), 4.33-4.17 (m, 1.5H), 3.66-3.46 (m, 0.5H), 2,43 (t, 
J=7.2 Hz, 2H), 1.77-1.54 (m, 8H), 1.53-1.18 (m, 13H), 0.91 (t, J=7.0 Hz, 3H) 
HPLC (Condition A), Rt: 6.38 min (HPLC purity: 99.8 %). 
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Step c) Formation of ((4-deC'l'ynylbenzyl){l-methyUl-[4'(trifluoromethyl^^ 
amino) (oxojacetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
((4-dec- 1 -ynylbenzyl) { 1 -methyH-[4-(trifluoromethyl)phenyl]ethyl} amino)(oxo)acetate 
gave the title compound as a colorless oil (95%). NMR (CD3OD, 300 MHz) 5 7.60-7.04 
(m, 8H), 4.80 (s, 2H), 2.31 (t, J=6.8 Hz, 2H), 1.70-1.10 (m, 18H), 0.80 (t, J=6.9 Hz, 3H). 
M"(LC/MS(ESr)): 500.2. HPLC (Condition A), Rt: 5.84 min (HPLC purity: 99.8 %). 
Analysis calculated for C29H34F3NO3: C, 69.44; H, 6.83; N, 2.79%. Found: C, 69.55; H, 
7.07; N, 2.77% 

Example 303: (f4-dec-l-vnvlbenzvnn-metfavl-l-r4-(trifluoromethyl)phenvnethvllaminoV 
foxo'^acetic acid. N-methvUD-glucamine (i.e. l-deoxv-l-(methvlaniino)glucitol') salt 
The same procedure as employed in the preparation of Example 2 but using N-methyl-D- 
glucamine and ((4-dec-l-ynylbenzyl){l-methyl-l-[4-(tri£luoromethyl)phenyl]ethyl}- 
amino)(oxo)acetic acid gave tibe title compound as a white solid (80%). M'(LC/MS(ESI)): 
500.2. HPLC (Condition A), Rt: 5.89 min (HPLC purity: 98.6 %). Analysis calculated for 
C29H34F3NO3,C7Hi7NO5-1.0 H2O: C, 60.49; H, 7.47; N, 3.92%. Found: C, 60.75; H, 7.76; 
N, 3.89% 

Example 304: oxoll4-r(9ZVtetradec-9-enovlamino1benzvUr4-(trifluoromethvlV 
benzvl1amino> acetic acid 

Stq> a) Formation of ethyl oxo{{4'[(9Z)-tetradeC'9'enoylamino]benzyl}[4- 
(trifluoromethyl)benzyl]amino}acetate 

To a cold (0°C) solution of ethyl {(4-aminobenzyl)[4-(trifluoromethyl)benzyl]aniino}- 
(oxo)acetate (140 mg, 0.37 mmol) in anhydrous pyridine (2 mL) was added (9Z)-tetradec- 
9-enoyl chloride (100 mg, 0.40 nmiol) under inert atmosphere. The resulting reaction 
mixture was stirred for 1 h at O^'C. A 5 N aqueous solution of HCl (10 mL) was added and 
flie mixture was extmcted with BX2O (3x 10 mL). The combined organic layers were dried 
over MgS04, filtered and concentrated to give a yellow oil. This crude product was purified 
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by SPE (NH2 Isolate column) to give the title compound as a pale yellow oil (191 mg, 88 
%). ^HNMR (CDCI3, 300 MHz) 5 7.62 (m, 2H), 7.52 (m, 2H), 7.39 (d, IH, J=8.0 Hz), 7.33 
(d, IH, J=7.9 Hz), 7.20 (m, 3H), 5.36 (m, 2H), 4.52 (s, IH), 4.46 (s, IH), 4.42-4.30 (m, 
4H), 2.37 (t, 2H, J=7.5 Hz), 2.03 (m, 4H), 1.74 (m, 2H), 1.39-1.29 (m, 15H), 0.90 (t, 3H, 
J=6.9 Hz). M'CLC/MSCESI)): 587; M^(LC/MS(ESI)): 589. HPLC (Condition A), Rt: 7.24 
min (HPLC purity: 97.3 %). 

Step b) Formation of oxo{{4-[(9Z)-tetradec-9-enoylamino] benzyl} [4-(trifluorometh^ 
benzyl] aminojacetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
oxo{ {4-[(9Z)-teti:adec-9-enoylamino]benzyl} [4-(trifluoromethyl)benzyl]amino} acetate 
gave the title compound as a yellow oil (84%). ^H NMR (CD3OD, 300 MHz) 5 7.64 (m, 
2H), 7.50 (m, 3H), 7.36 (d, IH, J=8.18 Hz), 7.25 (d, IH, J=8.67 Hz), 7.15 (d, IH, J=8.67 
Hz), 5.35 (m, 2H), 4.55 (s, 2H), 4.47 (s, 2H), 2.36 (t, 2H, J=7.2 Hz), 2.03 (m, 4H), 1.33 (m, 
14H), 0.91 (m, 3H). M-(LC/MS(ESI)): 559; M^(LC/MS(ESI)): 561. HPLC (Condition A), 
Rt 6.25 min (HPLC purity: 99.1 %). 

Example 305: |(4-deC"l-vnvlbenzvnr4-ftrifluoromethvnbenzvnamino>(oxo)acetic acid 
Step a) Formation of ethyl {(4'dec-l-ynylbenzyl)[4'(trifluoromethyl)benzyl] -amino}- 
(oxo)acetate 

The same procedure as employed in the preparation of Example 226 (step c) but using 1- 
decyne gave the title compound as a yellow oil (58%). ^H NMR (CDCI3, 300 MHz) S 7.62 
(m, 2H), 7.36 (m, 4H), 7.15 (m, 2H), 4.50 (m, 2H), 4.35 (m, 4H), 2.42 (dt, 2H, J=7.0, 1.5 
Hz), 1.62 (m, 2H), 1.47 (m, 2H), 1.34 (m, IIH), 0.90 (t, 3H, J=6.7 Hz). HPLC (Condition 
A), Rt: 7.16 min (HPLC purity: 99.5 %). 

Step b) Formation of {(4-deC'l'ynylbenzyl)f4'(trifltioromethylJberizylJamino}(oxo)acetic 
acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(4-dec-l-ynylbenzyl)[4-(tri£luoromethyl)benzyl]amino}(oxo)acetate gave flie title 
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compound as a yellow oil (91%). NMR (CDCI3, 300 MHz) 5 7.60 (m, 3H), 7.34 (m, 
4H), 7.12 (m, 2H), 6.28 (br s, IH), 4.89 (s, IH), 4.82 (s, IH), 4.55 (s, IH), 4.52 (s, IH), 
2.38 (t, 2H, J-6.7 Hz), 1.58 (m, 2H), 1.41 (m, 2H), 1.27 (br s, 8H), 0.87 (m, 3H) 
M"(LC/MS(ESI)): 472. HPLC (Condition A), Rt: 6.57 min (HPLC purity: 98.5 %). 

Example 306: oxo(r4-(trifluoromethvDbenzvlir3-(3-imdecvl-L2>4-oxadiazol-5-vnbenzvl1- 
amino) acetic acid 

Step a) Formation of3-({[4-(trifluoromethyl)benzyl]amino}rnethyl)berizoic acid 
The same procedure as employed in the preparation of Example 226 (step a) but using 3- 
formylbenzoic acid gave the title compoimd as a white solid (72%). ^H NMR (CD3OD, 300 
MHz) 8 8.20 (br s, IH), 8.1 1 (d, IH, J=7.9 Hz), 7.80-7.70 (m, 4H), 7.59 (m, 2H), 4.38 (m, 
4H). M"(LC/MS(ESI)): 308; M^(LC/MS(ESI)): 310. HPLC (Condition A), Rt: 2.60 min 
(HPLC purity: 78.7 %). 

Step b) Formation of 3-({(tert-butoxycarbonyl)[4-(trifluoromethyl)ben 
benzoic acid 

To a solution of 3-({[4-(trifluoromethyl)benzyl]amino}methyl)benzoic acid hydrochloride 
(4.00 g, 1 1.6 mmol) and IN aqueous solution of NaOH (25 mL) in dioxane (25 mL) at 0**C 
was added the di-tert-butyl dicarbonate (2.78 g, 12.7 mmol) and the resulting reaction 
mixture was stirred at 0**C for 30 min. The solvents were evaporated off. The residue was 
diluted with a IN aqueous solution of HCl (35 mL) and extracted with EtOAc (3x30 mL). 
The combined organic layers were dried over MgS04 and the solvent was removed under 
reduced pressure. The residue was purified by flash chromatography over silica gel 
(DCM/MeOH 95/5) to give the title compound as a yellow oil (3.05 g, 64%). ^H NMR 
(CDCI3, 300 MHz) 8 8.03 (d, IH, J=7.1 Hz), 7.94 (br s, IH), 7.59 (d, 2H, J=7.9 Hz), 7.45 
(m, 2H), 7.33 (m, 2H), 4.50 (br s, 2H), 4.42 (br s, 211), L50 (s, 9H). M"(LC/MS(BSI)): 408 
HPLC (Condition A), Rt: 5.41 min (HPLC purity: 98.2 %). 

Stqp c) Formation of tert-butyl 3'{f(dodecanimidoylamino)oxyjcarbonyl}benzylf4- 
(trifluoromethyljbenzylj carbamate 
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The same procedure as employed in the preparation of Example 10 (step a) but using 3- 
({(tert-butoxycarbonyl)[4-(trifluoromethyl)benzyl]amino}methyl)benzoic acid andN- 
hydroxydodecanimidamide g?ive the title compound as a pale yellow oil (99%). NMR 
(CDCls, 300 MHz) 8 7.91 (m, 2H), 7.59 (m, 2H), 7.36 (m, 4H), 4.78 (br s, 2H), 4.48 (br s, 
2H), 4.41 (br s, 2H), 2.34 (m, 2H), 1.65 (m, 2H), 1 .50 (s, 9H), 1.26 (br s, 16H), 0.88 (m, 
3H). HPLC (Condition A), Rt: 7.34 min (HPLC purity: 95.6 %). 

Step d) Formation oftert'butyl4'(trifluoromethyl)benzyl[3-(3-undecyI-lJJ^ 
yljbenzylj carbamate 

The same procedure as employed in the preparation of Exeimple 23 (step e) but using tert- 
butyl 3-{[(dodecanitiiidoylamino)oxy]carbonyl}benzyl[4- 

(trifluoromethyl)benzyl]carbamate gave the title compound as a yellow oil (54%). NMR 
(CDQa, 300 MHz) 5 8.04 (d, IH, J=7.1 Hz), 7.95 (br s, IH), 7.59 (d, 2H, J=8.3 Hz), 7.48 
(m, 2H), 7.32 (m, 2H), 4.51 (br s, 2H), 4.44 (br s, 2H), 2.80 (t, 2H, J=7.5 Hz), 1.80 (m, 2H), 
1.51 (s, 9H), 1.43-1.27 (m, 16H), 0.88 (m, 3H). HPLC (Condition A), Rt: 8.35 min (HPLC 
purity: 96,4 %). 

Step e) Formation ofN-[4-(tnfluoromethyl)benzyl]-N-[3-(3-u7idecyUlJA-oxad 
yljbenzylj amine hydrochloride 

The same procedure as employed in the preparation of Example 23 (step f) but using tert- 
butyl 4-(trifluoromethyl)benzyl[3-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl]caibamate gave 
the title compound as a white solid (90%). ^H NMR (CD3OD, 300 MHz) S 8.3 1 (br s, IH), 
8.23 (d, IH, J=7,9 Hz), 7.80 (m, 3H), 7.71 (m, 3H), 4.43 (s, 2H), 4.41 (s, 2H), 2.80 (t, 2H, 
J=7.5 Hz), 1.80 (m, 2H), 1.33 (m, 16H), 0.89 (t, 3H, J=6.6 Hz). HPLC (Condition A), Rt: 
5.4 min (HPLC purity: 99.7 %). 

Step^ Formation of ethyl oxo{[4'(trifluoromethyl)benzyl][3-(3'Unde<yl-lJA'Oxadiazol-5^ 
yljbenzylj aminojacetate 

The same procedure as employed in the prq)aration of Example 15 (step b) but using N-[4- 
(trifluoromethyl)benzyl]-N-[3-(3-undecyl-l,2,4K)xadiazol-5-yl)benzyl^ 
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gave the title compound as a pale yellow oil (89%). NMR (CDCI3, 300 MHz) 8 8.08 (m, 
IH), 7.98 (br s, 0.5H), 7.88 (br s, 0.5H), 7.61 (m, 2H), 7.52 (m, 2H), 7.39 (d, IH, J=7.9 
Hz), 7.34 (d, IH, J=7.9 Hz), 4.58 (m, 2H), 4.46 (m, 2H), 4.36 (m, 2H), 2.79 (m, 2H), 1.81 
(m, 2H), 1.42-1.23 (m, 19H), 0.87 (t, 3H, J=6.6 Hz). HPLC (Condition A), Rt: 7.43 min 
(HPLC purity: 99.4 %). 

Step g) Formation of oxo{f4-(trifluoromethyl)benzylJ[3-(3'Undecyl-l,2,4-oxadi^ 
yl)benzyl]amino}acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
0x0 { [4-(trifluoromethyl)benzyl] [3 -(3-imdecyl- 1 ,2,4-oxadiazol-5-yl)benzyl]amino} acetate 
gave the title compound as a yellow oil (77%). ^H NMR (CDCI3, 300 MHz) 5 8.08 (br s, 
IH), 7,96 (m, IH), 7.61-7.33 (m, 6H), 4.98 (m, 2H), 4.64 (br s, 2H), 2.80 (m, 2H), 1.79 (m, 
2H), 1.25 (br s, 16H), 0.87 (m, 3H). M-(LC/MS(ESI)): 558; M^(LC/MS(ESI)): 560. HPLC 
(Condition A), Rt: 6.87 min (HPLC purity: 99.3 %). Analysis calculated for 
C30H36F3N3O4-0.2 H2O: C, 63.98; H, 6.51; N, 7.46%. Found: C, 63.90; H, 6.59; N, 7.46% 

Example 307: oxoir4-(trifluoromethvnbenzvl1f3>r3-undecvl-L2,4-oxadiazol-5- 
vDbenzvl1amino> acetic acid. N-methvl-D-glucamine (i.e. l-deoxv-l- 
fmethvlamino^gluciton salt 

The same procedure as employed in the preparation of Example 2 but using 0x0 { [4- 
(trifluoromethyl)benzyl][3-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl]amino} acetic acid and 
N-methyl-D-glucamine gave the title compound as a white powder (98%). M" 
(LC/MS(BS^)): 558. HPLC (Condition A), Rt: 6.85 min (HPLC purity: 99.2 %). Analysis 
calculated for C3oH36F3N304.C7Hi7N05-1.5 H2O: C, 56.84; H, 7,22; N, 7.17%. Found: C, 
56.88; H, 7.13; N, 7.10% 

Example 308: lf4-dodecvlben2vDC4-(trifluoromethvnbenzvnaminoKoxo'>acetic acid 
Step a) Formation of ethyl {(4-dodecylbenzyl)[4-(trifluoromethyl)benzyl]amirio}'(oxo)' 
acetate 

The same procedure as employed in the preparation of Example 1 (step c) but using ethyl 
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{(4-dodec-l-ynylbenzyl)[4-(trifluoromethyl)benzyl]aniino in EtOAc gave the 

title compound as a colorless oil (95%). NMR (CDCI3, 300 MHz) 8 7.63 (d, 0.7H, J=8.2 
Hz), 7.60 (d, 1.3H, J=8.1 Hz), 7.39 (d, 0.7H, J=8.2 Hz), 7.33 (d, 1.3H, J-8.1 Hz), 7.15 (m, 
4H), 4.54 (s, 1.3H), 4.48 (s, OJH), 4.41-4.30 (m, 4H), 2.61 (m, 2H), 1.61 (m, 2H), 1.38- 
1.27 (m, 21H), 0.89 (t, 3H, J==6.7 Hz). HPLC (Condition A), Rt: 7.24 min (HPLC purity: 
99,5 %). 

Step b) Formation of {(4-dodecylbenzyl)[4-(trifluoromethyl)benzyl]amino}(oxo)acet acid 
The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(4-dodecylbenzyl)[4-(trifluoromethyl)benzyl]amino}(oxo)acetate gave the title compoimd 
as a colorless oil (95%). ^H NMR (CDCI3, 300 MHz) 8 7.62 (m, 2H), 7.35 (m, 2H), 7.16 
(m, 4H), 5.06 (s, IH), 4.97 (s, IH), 4.61 (s, IH), 4.56 (s, IH), 2.61 (t, 2H, J=7.7 Hz), 1.61 
(m, 2H), 1.29 (m, 18H), 0.89 (t, 3H, J=6.6 Hz). M'(LC/MS(ESr)): 504. HPLC (Condition 
A), Rt: 6.64 min (HPLC purity: 99.6 %). Analysis calculated for C29H38F3NO3: C, 68.89; 
H, 7.57; N, 2.77%. Found: C,68.72; H,7.52; N,2.66% 

Example 309: ir4"dodecvlbenzvnr4-rtrifluoromethvnbenzvllamino>foxo'>acetic acid. N- 
methvl-D-glucamine (i.e. l-deoxv-l-fmethvlamino^glucitoH salt 
The same procedure as employed in the preparation of Example 2 but using {(4- 
dodecylbenzyl)[4-(trifluoromethyl)benzyl]amino}(oxo)acetic acid and N~methyl-D- 
glucamine gave the title compound as a white powder (94%). M"(LC/MS(ESI)): 504 
HPLC (Condition A), Rt: 6.58 min (HPLC purity: 99.9 %). Analysis calculated for 
C29H38F3NO3.C7H17NO5: C, 61.70; H, 7.91; N, 4.00%. Found: C,61.32; H,7.97; N,3.91% 

Example 310: (r4-f(ff2-butvl-l-'ben2ofuran-3-vllmethvl1amino}carbonvDbenzvl][ 4- 
ftrifluorometfavnbenzvnaminol Toxo'^acetic acid 

Step a) Formation of ethyl ([4-({[(2-butylA-benzofuran-3'yl)methyl]amino}carbonyiy 
benzyl] [4-(trifluoromethyl)benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 1 (step d) but using 4- 
({[ethoxy(oxo)acetyl][4-(trifluoromethyl)benzyl]amino}methyl)benzoic acid and [(2-butyl- 
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l-beiizofuran-3-yl)inethyl]amine hydrochloride, HOST and TEA in DCM gave the title 
compound as a white soUd (33%). *H NMR (CDCI3, 300 MHz) 6 7.66 (m, 2H), 7,5 1 (m, 
3H), 7.35-7.18 (m, 7H), 6.05 (br s, IH), 4.64 (s, 2H), 4.44 (s, 2H), 4.29 (m, 4H), 2.78 (m, 
2H), 1.66 (m, 2H), 1.46 (m, 2H), 1.24 (m, 3H), 0.88 (m, 3H). ]Vr(LC/MS(ESI)): 593; 
M^(LC/MS(ESI)): 595. HPLC (Condition A), Rt: 6.38 min (HPLC purity: 99.6 %). 

iS/gc^ Formation of {[4-({[(2-butyUUbenzofuran-3-yl)methyl]am 
(trifluoromethyl)benzyl]amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{[4-({[(2-butyl-l-benzofuran-3-yl)methyl]amino}carbonyl)benzyl][4-(tri 
benzyllamino}(oxo)acetate gave the title compound as a white powder (93%). NMR 
(CDCI3, 300 MHz) 5 7.71-7.26 (m, 12H), 6.22 (br s, IH), 4.89 (s, IH), 4.74 (br s, 3H), 4.55 
(s, 2H), 2.86 (m, 2H), 2.10-1.27 (m, 4H), 0.95 (m, 3H). M-(LC/MS(ESI)): 565; 
M^(LC/MS(ESI)): 567. HPLC (Condition A), Rt: 5.71 min (HPLC purity: 99.8 %). 

Example 311: l(4-lf4-(benzvloxv^benzovl1aniino>benzvl¥4-ftrifluoromethvnbenzvl1- 
aminoKoxo'>acetic acid 

Step a) Formation of ethyl {(4'{[4-(benzyloxy)benzoyl]amino}benzyl)[4- 
(trifluoromethyljbenzylj amino) (oxojacetate 

To a solution of 4-(benzyloxy)benzoic acid (180 mg, 0.79 mmol) in anhydrous pyridine (3 
tnL) at rt was added drop wise isobutyl chloroformate (0.100 mL, 0.79 mmol) under inert 
atmosphere. After 30 min, a solution of ethyl {(4-aminobenzyl)[4- 

trifluorometiiyl)benzyl]amino}(oxo)acetate (100 mg, 0.26 mmol) in anhydrous pyridine (1 
mL) was added dropwise and the resulting mixture was heated at 70^C for 30 min. The 
reaction mixture was diluted with a 5N aqueous solution of HCl (1 1 mL) and extracted with 
EtaO (2x5 mL). The combined organic layers were dried over MgS04 and the solvent was 
removed under reduced pressure. This residue was purified by flash chromatography over 
silica gel (EtaO/c-Hex 1/1 to EtaO) to give the title compound as a colorless oil (125 mg, 
79%). ^HNMR (CDCI3, 300 MHz) 5 7.86 (m, 2H), 7.77 (br s, IH), 7.63 (m, 4H), 7.44-7.21 
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(m, 9H), 7.08 (m, 2H), 5.16 (s, 2H), 4.54-4.33 (m, 6H), 1.35 (m, 3H). M-(LC/MS(ESI))r 
589; M^(LC/MS(ESI)): 591. HPLC (Condition A), Rt: 6.04 min (HPLC purity: 99.7 %). 

Step b) Formation of{(4-{[4-(benzyloxy)benzoyl]amino}benzyl)[4-(tri^^ 
benzyl] amino} (oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(4-{[4-(benzyloxy)benzoyl]amino}benzyl)[4-(trifluoromethyl)benzyl]amino}(oxo)acetate 
gave the title compound as a beige solid (48%). NMR (CD3OD, 300 MHz) 5 7.96 (d, 
2H, J-8.7 Hz), 7.69 (m, 4H), 7.55-7.33 (m, 8H), 7.25 (d, IH, J=8.3 Hz), 7.16 (d, 2H, J=8.7 
Hz), 5.22 (s, 2H), 4.62 (s, 2H), 4.54 (s, 2H). M (LC/MS(ESI)): 561; M^(LC/MS(ESI)): 563. 
HPLC (Condition A), Rt: 5.35 min (HPLC purity: 97.0 %). 

Example 312: |f3.5-dichlorobenzvDr4-ftridecanovlamino)benzvllaminoUoxo>acetic acid 
Step a) Formation of (3,5-dichlorobenzyl)(4'-nitrobenzyl)amine hydrochloride 
The same procedure as employed in the preparation of Example 226 (step a) but using 3,5- 
dichlorobenzylamine and 4-nitrobenzaldehyde gave the title compoimd as a yellow powder 
(71%). ^HNMR (CD3OD, 300 MHz) 5 8.37 (d, 2H, J=8.8 Hz), 7.83 (d, 2H, J-8.8 Hz), 7.61 
(br s, 3H), 4.48 (s, 2H), 4.38 (s, 2H). ]Vr(LC/MS(ESI)): 309; Mr(LC/MS(ESI)): 3 1 1 
HPLC (Condition A), Rt: 2.78 min (HPLC purity: 93.0 %). 

Step b) Formation ofethyl[(3,5-dichlorobenzyl)(4-nitrobenzyl)amino](oxo)acetate 
The same procedure as employed in the preparation of Example 15 (step b) but using (3,5- 
dichlorobenzyl)(4-nitrobenzyl)amine hydrochloride gave the title compound as a yellow 
powder (77%). ^H NMR (CDCI3, 300 MHz) 5 8.22 (m, 2H), 7.46-7.30 (m, 3H), 7.13 (br s, 
IH), 7.06 (br s, IH), 4.60 (s, IH), 4.51 (s, IH), 4.45 (s, IH), 4.37 (m, 3H), 1.35 (m, 3H). M" 
(LC/MS(ESI)): 409. HPLC (Condition A), Rt: 5.57 min (HPLC purity: 97.7 %). 

Step c) Formation of ethyl f(4-aminobenzylX3,5-dichlorobenzyl)aminoJ(oxo)acetate 
A suspension of PtOa (250 mg) in EtOAc (5 mL) was added to a solution of ethyl [(3,5- 
dichlorobenzyl)(4-nitrobenzyl)amino](oxo)acetate (2.00 g, 4.86 mmol) in EtOH/EtOAc 
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(2/1, 90 mL) under H2 (1 atm). The reaction mixture was stirred vigorously at rt for 30 min. 
The reaction mixture was filtered over a pad of Celite and silica gel to remove the catalyst. 
The solvents were removed under reduced pressure. The residue was purified by flash 
chromatography over silica gel (c-Hex/EtOAc 2/1) to give the title compoimd as a pale 
yellow oil (L21 g, 61%). ^HNMR (CDCI3, 300 MHz) 8 7.31-7.05 (m, 5H), 6.71 (m, 2H), 
4.39 (m, 4H), 4.25 (br s, 2H), 1.36 (m, 3H). HPLC (Condition A), Rt: 3.4 min (HPLC 
purity. 94.1 %)• 

St^ d) Formation of ethyl {(3,5'dichldroben^l)[4-(tridecanoylamino)-benzy 
(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step d) but using ethyl 
[(4-aminobenzyl)(3,5-dichlorobenzyl)amino](oxo)acetate gave the title compound as a pale 
yellow oil (59%). NMR (CDCI3, 300 MHz) 5 7.52 (m, 2H), 7.32-7.05 (m, 6H), 4.47- 
4.27 (m, 6H), 2.37 (t, 2H, J-7.5 Hz), 1.73 (m, 2H), 1.38-1.26 (m, 21H), 0.88 (t, 3H, J=6.6 
Hz). HPLC (Condition A), Rt: 7.52 min (HPLC purity: 99.0 %). 

Step e) Formation of{(3,5-dichlorobenzyl)[4-(tridecanoylamino)benzyl]amino)(oxo)acetic 
acid 

The same procedure as employed in the preparation of Example 1 (step e) but using etiiyl 
{(3,5-dichlorobenzyl)[4-(tridecanoylamino)benzyl]anMno}(oxo)acetate gave the title 
compound as a white powder (81%). *HNMR (CDQs, 300 MHz) 5 7.50 (br s, 2H), 7.30- 
7.06 (m, 6H), 4.91 (s, 2H), 4.50 (m, 2H), 2.36 (m, 2H), 1.72 (m, 2H), 1.25 (br s, 18H), 0.88 
(br s, 3H). M-(LC/MS(ESI)): 547; M'(LC/MS(ESI)): 549. HPLC (Condition A), Rt: 6.46 
min (HPLC purity: 99.5 %). 

Kvam ple 313: (f3.5-dichlorobenzvDr4-ftridecanovlamino^benzvl1aminoUoxo^acetic acid 
N-methvl-D-plucamine fi.e, 1-deoxv-l-fmethvlamino^gluciton salt 
The same procedure as employed in the preparation of Example 2 but using {(3,5- 
dichlorobenzyl)[4-(tridecanoylamino)benzyl]amino}(oxo)acetic acid and N-methyl-D- 
glucamine gave the title compound as a white powder (88%). M"(LC/MS(ESI)): 547; 
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M^CLC/MSCESI)): 549. HPLC (Condition A), Rt: 6.48 min (HPLC purity: 99.5 %). 
Analysis calculated for C29H38Cl2N204.C7Hi7N05-l.l H2O: C, 56.55; H, 7.54; N, 5.50%. 
Found: C, 56.52; H, 7.50; N, 5.47% 

Example 314: I l4-ff4-octvlphenyneth\Tivl1benzvlK4-ftrifluoTomethvDbeiizvl] 
Toxo'^acetic acid 

Step a) Formation of ethyl {{4-[(4'OCtylphenyl)ethynyl] benzyl} [4-(triJluorometh^ 
amino } (0x0) acetate 

The same procedure as employed in the preparation of Example 226 (step c) but using 1- 
ethynyl-4-octylbenzene under microwave conditions (300W, 120°C, 5 min) gave the title 
compound as a pale yellow oil (37%). NMR (CDCI3, 300 MHz) 5 7.63 (m, 2H), 7.54- 
7.33 (m, 6H), 7.21 (m, 4H), 4.55 (s, IH), 4.52 (s, IH), 4.36 (m, 4H), 2.62 (m, 2H), 1.62 (m, 
2H), 1.32 (m, 13H), 0.89 (m, 3H). HPLC (Condition A), Rt: 7.91 min (HPLC purity: 97.2 
%). 

Step b) Formation of {{4'[(4'OCtylphenyl)ethynyl]benzyl}[4-(trifluoromethyl)benzyl]- 
amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{ {4-[(4-octylphenyl)ethynyl]benzyl} [4-(trifluoromethyl)benzyl]amino}(oxo)acetate gave 
the title compound as a pale yellow oil (89%). ^H NMR (CDCI3, 300 MHz) 5 7.64 (m, 2H), 
7.50 (m, 4H), 7.36 (m, 2H), 7.19 (m, 4H), 5.04 (s, IH), 4.98 (s, IH), 4.62 (s, IH), 4.59 (s, 
IH), 2.62 (m, 2H), 1,62 (m, 2H), L27 (br s, lOH), 0.89 (m, 3H). M-(LC/MS(ESI)): 548. 
HPLC (Condition A), Rt: 7.53 min CHPLC purity: 98.5 %). 

Example 315: 0x0 i r4-ftrifluoromethvDbenzvn r4-f 5-'Undecvl- 1 ,2.4-oxadiazol-3"VDbenzvl1- 
aminol acetic acid 

Step a) Formation of tert-butyl 4-'(trifluoromethyl)benzyl[4-(5~undecyUl,2,4-oxadiazol-3' 
yljbenzylj carbamate 

The same procedure as employed in the preparation of Example 23 (step e) but using tert- 
butyl4-[[(dodecanoyloxy)amino](immo)methyl]benzyl[4- 



wo 03/064376 



PCT/EP03/00808 



-216- 



(trifluoromethyl)benzyl] carbamate gave the title compound as a colorless oil (71%). *H 
NMR (CDCb, 300 MHz) 5 8.05 (d, 2H, J=8.1 Hz), 7.60 (d, 2H, J=7.9 Hz). 7.31 (m, 4H), 
4.45 (m, 4H). 2.95 (t, 2H, J=7.5 Hz), 1.88 (m, 2H), 1.50 (s, 9H), 1.27 (br s, 16H), 0.88 (m, 
3H). HPLC (Condition A), Rt 7.93 min (HPLC purity: 99.9 %). 

Step b) Formation oftert-hutyl 4-[[(dodecanoyloxy)amino](imino)methyl]ben2yl[4- 
(trifluoromethyl)benzyl]carbamate 

The same procedure as employed in the preparation of Example 10 (step a) but using tert- 
butyl4-[(hydroxyamino)(imino)methyl]benzyl[4-(trifluoromethyl)benzyl]carbamate and 
dodecanoic acid gave the title compound as a colorless oil (95%). ^H NMR (CD3OD, 300 
MHz) 5 7.68 (d, 2H, J=7.9 Hz), 7.59 (d, 2H, J=8.0 Hz). 7.27 (m, 4H), 5.08 (br s, 2H), 4.42 
(m, 4H), 2.49 (m, 2H), 1.72 (m, 2H), 1.49 (s, 9H), 1.27 (br s, 16H), 0.88 (m, 3H). HPLC 
(Condition A), Rt: 7.06 min (HPLC purity: 86.0 %). 

Step c) Formation oftert-butyl 4-[(hydroxyamino)(imino)methyl]benzyl[4- 
(trifluoromethyl)benzylJcarbamate 

The same procedure as employed in the preparation of Example 23 (step a) but iising tert- 
butyl 4-cyanobenzyl[4-(trifluoromethyl)benzyl]carbamate gave the title compound as a 
white foam (88%). ^H NMR (CDCI3. 300 MHz) 5 7.60 (m, 4H), 7.28 (m, 4H), 5.05 (br s, 
3H). 4.43 (m, 4H), 1.49 (s, 9H). M-(LC/MS(ESI)): 422; M'(LC/MS(ESI)): 424. HPLC 
(Condition A), Rt: 3.67 min (HPLC purity: 96.1 %). 

Step d) Formation of tert-butyl 4-cyanobenzyl[4-(trifluoromethyl)benzyl] carbamate 
The same procedure as employed in the preparation of Example 23 (step b) but using 4- 
({[4-(tri£luoK)methyl)benzyl]amino}methyl)benzonitrile hydrochloride and DIEA gave the 
title compound as a colorless oil (92%): ^H NMR (CDCI3, 300 MHz) 8 7.62 (m. 4H), 7.30 
(m, 4H), 4.44 (m, 4H), 1.48 (s, 9H). M:(LC/MS(ESr)): 389. HPLC (Condition A), Rt: 6.02 
min (EBPLC purity: 99.8 %). 
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Step e) Formation of 4-({[4-(trifluoromethyl)benzyl]amino}methy 
hydrochloride 

The same procedure as employed in the preparation of Example 226 (step a) but using 4- 
cyanobenzaldehyde gave the title compound as a white solid (83%). NMR (DMSO-de, 
300 MHz) 8 10.01 (br s, 2H), 7,92 (d, 2H, J=8.4 Hz), 7.80 (s, 4H), 7.77 (d, 2H, J=8.4 Hz), 
4.28 (s, 4H). HPLC (Condition A), Rt: 2.59 min (HPLC purity: 98.3 %). 

Stepf) Formation ofT<!-[4'(trifluoromethyl)ben2yl]-li-[4-(5'tmdecyl-^ 
yl)ben2yl] amine hydrochloride 

The same procedure as employed in the preparation of Example 23 (step f) but using tert- 
butyl 4-(trifluoromethyl)benzyl[4-(5-undecyH,2,4-oxadiazol-3-yl)benzyl]carbamate gave 
the title compound as a white powder (94%). ^H NMR (DMSO-de, 300 MHz) 5 9.64 (br s, 
2H), 8.05 (m, 2H), 7.76 (m, 6H), 4.30 (br s, 4H), 2.99 (m, 2H), 1.77 (m, 2H), 1.23 (br s, 
16H), 0.84 (m, 3H). HPLC (Condition A), Rt: 5.35 min (HPLC purity: 99.9 %). 

Step g) Formation of ethyl oxo{[4'(trifliu>romethyl)benzyl][4-(5-undecyl''l,2,4'Oxadiazol'3- 
yljbenzyljaminojacetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-[4- 
(trifluoromethyl)benzyl]-N-[4-(5-imdecyl- 1 ,2,4-oxadiazol-3-yl)benzyl]amine hydrochloride 
gave the title compound as a colorless oil (96%). ^H NMR (CDCI3, 300 MHz) 5 8.08 (m, 
2H), 7,63 (m, 2H), 7.36 (m, 4H), 4.57 (s, 2H), 4.42 (s, 2H), 4.39 (m, 2H), 2.96 (m, 2H), 
1.88 (m, 2H), 1.43-1.27 (m, 19H), 0,89 (m, 3H). HPLC (Condition A), Rt: 7.36 min (HPLC 
purity: 99.9 %). 

Step h) Formation ofoxo{[4'(trifluoromethyl)benzyl][4'(5'UndecyUl,2A'Oxadiazol'3' 
yl)benzyl]amino}acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
0x0 {[4-(trifluoromefliyl)benzyl] [4-(5-undecyl- 1 ,2,4-oxadiazol-3-yl)benzyl]amino} acetate 
gave the title compound as a colorless oil (90%). ^H NMR (CDCI3, 300 MHz) 8 8,08 (m. 
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2H), 7.64 (m, 2H), 7.35 (m, 4H), 5.04 (m, 2H), 4.64 (s, 2H), 2.96 (m, 2H), 1.88 (m, 2H), 
1.50-1.15 (m, 16H), 0.88 (m, 3H). ]Vr(LC/MS(ESI)): 558. HPLC (Condition A), Rt: 6.85 
min (HPLC purity: 99.9 %). Analysis calculated for C3oH36F3N304-0^ H2O: C, 63.98; H, 
6.51; N, 7.46%. Found: C,63.93; H,6.56; N,7.44% 

Example 316: oxo(r4-(trifluoromethvDbenzvl1f4-(5-undecvl-L2.4-oxadiazol-3- 
ynbenzvllamino) acetic acid. N-methvl-D-glucamine (i.e. 1-deoxv-l- 
fmethvlamino'^gluciton salt 

The same procedure as employed in the preparation of Example 2 but using 0x0 { [4- 
(trifluoromethyl)benzyl][4-(5--undecyl-l,2,4-oxadiazol-3-yl)ben2yl]amino} acetic acid and 
N-mefhyl-D-glucamine gave the title compoxmd as a white powder (79%). M" 
(LC/MS(ESI)): 558. HPLC (Condition A), Rt: 6.85 min (HPLC purity: 99.9 %). Analysis 
calculated for C3oH36F3N304.C7Hi7N05-0.8 H2O: C, 57-77; H, 7.15; N, 7.28%. Found: 
C,57.76; H,7.16; N,7.29% 

Example 317: ll4-r2>r4-octvlt)henvDethvl1benzvl}r4-ftrifluorometlivnbenzvl1amino>-> 
(oxo'^acetic acid 

The same procedure as employed in the preparation of Example 1 (step c) but using {{4- 
[(4-octylphenyl)ethynyl]benzyl}[4-(trifluoromethyl)benzyl]amino}(oxo)acetic acid in 
EtOAc gave the title compoxmd as a colorless oil (54%). ^H NMR (CDCI3, 300 MHz) 5 
7.61 (m, 2H), 7.34 (m, 2H), 7.13 (m, 8H), 5.42 (br s, IH), 4.97 (s, IH), 4.87 (s, IH), 4.59 
(s, IH), 4.55 (s, IH), 2.89 (br s, 4H), 2.57 (m, 2H), 1.59 (m, 2H), 1.27 (br s, lOH), 0.89 (m, 
3H). M"(LC/MS(ESI)): 552; M^(LC/MS(ESI)): 554. HPLC (Condition A), Rt: 7.13 min 
(HPLC purity: 98.5 %). 

Example 318: lf4-ir4-rheptvloxv^phenvllethvnvUbenzvnr4-(trifluoromethvnben2vl]- 
aminoKo xo )acetic acid 

Step a) Formation of ethyl {(4-{[4-(heptyloxy)phenyl]ethynyl}bemyl)[4-(trifl^ 
benzyl] amino}(oxo)acetate 
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The same procedure as employed in the preparation of Example 226 (step c) but using 1- 
ethynyl-4-(heptyloxy)benzene under microwave conditions (300W, 120*'C, 10 min) gave 
the title compound as a pale yellow oil (43%)- HPLC (Condition A), Rt: 7.57 min (UPLC 
purity: 94.2 %). 

Step b) Formation of{(4-{f4-(heptyloxy)phenylJethynyl}benzyl)[4-(tri^ 
amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(4-{[4-(heptyloxy)phenyl]ethynyl}benzyl)[4-(trifluoromethyl)benzyl]amino}(ox^^ 
gave the title compound as a pale yellow oil (90%). M"(LC/MS(ESr)): 550. HPLC 
(Condition A), Rt: 6.71 min (HPLC purity: 94.6 %). 

Example 319:1 M-Ff 4-butvlphenvDethvnvl1benzvl \ r4'-(trifluoromethvnbenzvllaminol - 
Toxo'tacetic acid 

Step a) Formation of ethyl {{4'[(4-butylphenyl)ethynyl]ben2yl}[4'(trifluoromethyl)bef^ 
amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 226 (step c) but using 1- 
butyl-4-ethynylbenzene under microwave conditions (300W, 120°C, 10 min) gave the title 
compound as a pale yellow oil (50%). HPLC (Condition A), Rt: 7.24 min (HPLC purity: 
96.8 %). 

Step b) Formation of {{4-[(4'butylphenyl)ethynyl] benzyl} [4-(trifluoromethyl)ben^ 
amino} (oxojacetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{ {4-[(4-butylphenyl)ethynyl]benzyl} [4-(trifluoromethyl)benzyl]amino}(oxo)acetate gave 
the title compound as a pale yellow oil (92%). M*(LC/MS(ESI)): 492. HPLC (Condition 
A), Rt: 6.25 min (HPLC purity: 96.2 %). 

Example 320: ll4-r(4-hexvlphenvnethvnvl1benzvU r4-rtrifluoromethvnbenzvllaminol> 
(oxojacetic acid 



wo 03/064376 



PCT/EP03/00808 



-220- 



St^ a) Formation of 4-[(4-hexylphenyl)ethynylJbenzaldehyde 

A mixture of 4-bromobenzaldehyde (5.00 g, 27.0 mmol), l-ethynyl-4-hexylbenzene (6.29 
g, 33.4 mmol), EtsN (4.70 mL, 33.4 mmol), bis(triphenylphosphme)palladium chloride 
(950 mg, 1.35 mmol) and triphenylphosphine (180 mg, 0.68 mmol) in anhydrous TUB (100 
mL) was stirred at rt for 30 min under inert atmosphere. Then copper(I) bromide (82 m& 
0.43 mmol) was added and the resulting mixture was stirred overnight at rt. The solvent 
was evaporated off. The residue was dissolved in Et20 (100 mL), washed wifli water (50 
mL), dried over MgS04 and the solvent was removed under reduced pressure. The resulting 
brown solid was triturated in hexane (25 mL), filtered off and washed with hexane to give 
the title compound as a beige solid (7.73 g, 91 %). HPLC (Condition A), Rt: 5.88 min 
(HPLC purity: 91.9 %). 

St^ b) Formation ofN-{4-[(4-hexylphenyl)ethynylJbenzyl}-N-[4-(trifluoromethyl)^ 
amine hydrochloride 

The same procedure as employed in the preparation of Example 226 (step a) but using 4- 
(trifluoromethyl)benzylamine and 4-[(4-hexylphenyl)ethynyl]betizaldehyde gave the title 
compound as a beige solid (68%). NMR (DMSO-dfi, 300 MHz) 5 9.74 (br s, 2H), 7.83 
(d, 2H, J=8.5 Hz), 7.77 (d, 2H, J=8.5 Hz), 7.59 (m, 4H), 7.46 (d, 2H. J=8.3 Hz), 7.25 (d, 
2H, J=8.3 Hz), 4.28 (s, 2H), 4.22 (s, 2H). 2.59 (t, 2H, J=7.5 Hz), 1.56 (m, 2H). 1.27 (br s, 
6H), 0.84 (t, 3H, J=6.7 Hz). ]Vr(LC/MS(ESI)): 450. HPLC (Condition A), Rt: 4.87 min 
(HPLC purity: 99.6 %). 

Stqp c) Formation of ethyl {{4-[(4-hexylphenyl)ethynyl] benzyl) [4-(trifluoromethyl)benzylJ- 
amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-{4- 
[(4-hexylphenyl)ethynyl]benzyl}-N-[4-(trifluoromethyl)benzyl]amine hydrochloride gave 
the title compound as a pale yellow oil (96%). *H NMR (CDQa, 300 MHz) 8 7.63 (m, 2H), 
7.52 (m, 2H). 7.46 (m, 2H), 7.37 (m, 2H), 7.21 (m, 4H), 4.55 (s, IH), 4.52 (s, IH). 4.37 (m. 
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4H), 2.63 (t, 2H, J=7.7 Hz), 1.62 (m, 2H), L35 (m, 9H), 0.89 (t, 3H, J=6.7 Hz). HPLC 
(Condition A), Rt: 6.50 min (HPLC purity: 99.2 %). 

Step d) Formation of{{4-[(4'hexylphenyl)ethynyl]benzyl}[4-(trifl^ 
amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(4-[(4-hexylphenyl)ethynyl]benzyl} [4-(tri£luoromethyl)benzyl]amino}(oxo)acetate gave 
the titie compound as a pale yellow gummy solid (90%). ^H NMR (CDCI3, 300 MHz) S 
7.64 (m, 2H), 7.52 (m, 2H), 7.46 (m, 2H), 7.37 (m, 2H), 7.21 (m, 4H), 6.12 (br s, IH), 4.95 
(s, IH), 4.89 (s, IH), 4.61 (s, IH), 4.58 (s, IH), 2.63 (t, 2H, J=7.8 Hz), 1.63 (m, 2H), 1.32 
(m, 6H), 0.90 (t, 3H, J=6.8 Hz). M'(LC/MS(ESI)): 520. HPLC (Condition A), Rt: 5.94 min 
(HPLC purity: 99.1 %). 

Example 321:1 l4-r(4-hexvlphenvnethvnvnbenzvU r4-(trifluoromethvDbenzvl1 aminol - 
foxo^acetic acid, N-methvl-D-glucamine (i.e. l-deoxv-l-rmethvlamino^glucitpn salt 
The same procedure as employed in the preparation of Example 2 but using { {4-[(4- 
hexylphenyl)ethynyl]benzyl}[4-(trifluoromethyl)benzyl]amino}(oxo)acetic acid andN- 
methyl-D-glucamine gave the title compound as a white powder (94%). MXLC/MS(ESI)): 
520. HPLC (Condition A), Rt: 5.94 min (HPLC purity: 99.6 %). Analysis calculated for 
C3iH3oF3N03.C7Hi7N05-L3 H2O: C, 61.66; H, 6.75; N, 3.78%. Found: C,61.63; H,6.63; 
N,3.70% 

Example 322: oxoir4-(r4-(pentvloxv^phenvnethvnvUbenzvnr4-(trifluoromethvnbenzvl1- 
amino } acetic acid 

Step a) Formation of ethyl oxo{(4'{[4''(pentyloxy)phenyl]ethynyl}benzyl)[4-(trijluoro- 
methyl)benzyl]amino}acetate 

The same procedure as employed in the preparation of Example 226 (step c) but using 1- 
ethynyl-4-(pentyloxy)benzene under microwave conditions (300W, HO^'C, 10 min) gave 
the titie compound as a pale yellow oil (33%). HPLC (Condition A), Rt: 6.80 min (EiPLC 
purity: 74.0 %). 
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Step b) Formation of oxo{(4'{[4'(pentyloxy)phenyl]ethynyl}benzyl)[4-(tri^ 
benzyl] aminojacetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
oxo {(4- { [4-(pentyloxy)phenyl] ethynyl } benzyl) [4-(trifluoromethyl)benzyl]amino} acetate 
gave the title compound as a pale yellow oil (79%). M (LC/MS(ESI)): 522. HPLC 
(Condition A), Rt: 6.68 min (HPLC purity: 74.9 %). 

Example 323: oxol(4-rf4"PropvlphenvDethvnvl1benzvlU4-(trifluoromethvnbenzvn- 
amino) acetic acid 

St^ a) Formation of ethyl oxo{{4'[(4'propylphenyl)ethynyl] benzyl} [4-(trifluoromethyl)' 
benzyl] aminojacetate 

The same procedure as employed in the preparation of Example 226 (step c) but using 1- 
ethynyl-4-propylbenzene under microwave conditions (300W, 120*^0, 10 min) gave the 
title compound as a pale yellow oil (45%). HPLC (Condition A), Rt: 6.65 min (HPLC 
purity: 97.5 %). 

Step b) Formation of oxo{{4-[(4-propylphenyl)ethynyl] benzyl) [4'(trifluoromethyl)benzyl]- 
aminojacetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
oxo { {4-[(4-propylphenyl)ethynyl]benzyl} [4-(trifluoromethyl)benzyl]amino} acetate gave 
the title compound as a pale yellow oil (80%). M"(LC/MS(ESI)): 478. HPLC (Condition 
A), Rt: 6.44 min (HPLC purity: 96.9 %). 

Example 324: rr2-(3-chlorophenvnethvn(4"dodeC"l-vnvlben2vDamino1foxo^acetic acid 
Step a) Formation of 4'dodeC'l-ynyl benzaldehyde 

The same procedure as employed in the preparation of Example 275 (step a) but using 1- 
dodecyne gave the title compound as a yellow oil (77%). ^H NMR (CDCI3, 300 MHz) 5 
9.97 (s, IH), 7.78 (d, 2H, J=8.4 Hz), 7.51 (d, 2H, J=8.4 Hz), 2.43 (t, 2H, J=7.0 Hz), L66- 
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1.55 (m, 2H), 1.50-1.38 (m, 2H), 1.36-1.21 (m, 12H), 0.87 (t, 3H, J=6.9 Hz). HPLC 
(Condition A), Rt: 5.92 min (HPLC purity: 89.4 %). 

Step b) Formation ofN-[2-(3-chlorophenyl)ethyl]-N-(4-dodec-l-ynylbenzyl)amtne 
hydrochloride 

The same procedure as employed in the preparation of Example 226 (step a) but using [2- 
(3-chlorophenyl)ethyl]aniine and 4-dodec-l-ynylbenzaldehyde gave the title compoimd as a 
white powder (50%). ^H NMR (DMS0-d6, 300 MHz) 5 9.27 (br s, IH), 7.51-7.24 (m, 8H), 
4.15 (br s, 2H), 3.14 (br s, 2H), 2.98 (m, 2H), 1.99 (m, 2H), 1.55-1.40 (m, 16H), 0.85 (t, 
3H, J=6.6 Hz). M"(LC/MS(ESI)): 411. HPLC (Condition A), Rt: 5.30 min (HPLC purity: 
99.9 %). 

Step c) Formation of ethyl [[2-(3-chlorophenyl)ethyl](4-dodec-l-ynylbenzyl)amino]- 
(oxo)acetate 

The same procedure as employed in flie preparation of Example 15 (step b) but using N-[2- 
(3-chlorophenyl)ethyl]-N-(4-dodec-l-ynylbenzyl)amine hydrochloride gave the title 
compound as a pale yellow oil (80%). 'H NMR (CDCI3, 300 MHz) 8 7.37-6.93(m, 8H), 
4.30 (m, 2H), 4.43-4.07 (m, 4H), 3.40 (m, 2H), 2.77 (m, 2H), 2.39 (m. 2H), 1.53-1.30 (m, 
16H), 0.87 (t, 3H, J=6.6 Hz). M*(LC/MS(ESr)): 511. HPLC (Condition A), Rt: 7.04 min 
(HPLC purity: 99.6%). 

St^ d) Formation of [[2-(3-chlorophenyl)ethyl](4-dodec-l-ynylbenzyl)amino](oxo)acetic 
acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
[[2-(3-chlorophenyl)ethyl](4-dodec-l-ynylbenzyl)amino](oxo)acetate gave the title 
compound as a white foam (87%). ^H NMR (DMSO-de, 300 MHz) 8 7.39-7.22 (m, 6H), 
7.11 (m, 2H), 4.56 (s, IH), 4.43 (s, IH), 3.32 (br s, 2H), 2.84 (m, IH), 2.72 (m, IH), 2.39 
(m, 2H), 1.54-1.23 (m, 16H), 0.88 (t. 3H, J=6.6 Hz). M-(LC/MS(ESI)): 480. HPLC 
(Condition A), Rt: 6.44 min ^LC purity: 99.8 %). 



\ 
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Ryam ple 325: rr2-(3-chlorophenvDethvl¥4-dodec-l-vnvlbenzvDamino1foxo^aceti^ acid. N- 
methvl-D-ff liicamin e fi,e, l-deoxv-l-fmethvlamino^gluciton salt 
The same procedure as employed in the preparation of Example 2 but using [[2-(3- 
chlorophenyl)ethyl](4-dodec-l-ynylbenzyl)amino](oxo)acetic acid andN-methyl-D- 
glucamine gave the title compound as a white powder (90%). M^(LC/MS(ESr)): 481, 
HPLC (Condition A), Rt: 6.33 min (HPLC purity: 99.1 %). 

KvaTn ple326: |(4-oct-l-\aivlbenzvl¥4"ftrifluoromethyDbenzvl1aminoKoxo'lacetic acid 
Step a) Formation of ethyl {(4-oct'l'ynylbenzyl)[4-(trifluoromethyl)'be^ 
(oxo)acetate 

The same procedure as employed in the preparation of Example 226 (step c) but using 1- 
octyne gave the title compound as a pale yellow oil (9%). 'H NMR {CDCiz, 300 MHz) 8 
7.62 (m, 2H), 7.36 (m, 4H), 7.15 (m, 2H), 4.52 (s, IH), 4.48 (s, IH), 4.35 (m, 4H), 2.42 (dt, 
2H. J=6.9, 1.4 Hz), 1.62 (m, 2H), 1.46 (m, 2H). 1.34 (m, 7H), 0.92 (t, 3H, J=6.7 Hz) 
M*^(LC/MS(ESI)): 474. HPLC (Condition A), Rt: 6.10 min (HPLC purity: 99.1 %). 

Step b) Formation of{(4-oct-l-ynylbenzyl)[4-(trijluoromethyl)benzyljamino}(oxo)acetic 
acid 

The same procedure as employed in tiie preparation of Example 1 (step e) but using ethyl 
{(4-oct-l-ynylbenzyl)[4-(trifluoromethyl)benzyl]amino}(oxo)acetate gave the title 
compound as a yellow oil (92%). ^H NMR (CDQa, 300 MHz) 8 7.63 (m, 2H), 7.37 (m, 
4H), 7.15 (m, 2H). 6.11 (br s, IH), 4.89 (s, IH), 4.82 (s, IH), 4.58 (s, IH), 4.54 (s, IH), 
2.42 (t, 2H, J=7.0 Hz), 1.62 (m, 2H), 1.48 (m, 2H), 1.34 (m, 4H), 0.92 (t, 3H, J=6.8 Hz). M" 
(LC/MS(ESI)): 444. HPLC (Condition A), Rt: 5.43 min (HPLC purity: 94.8 %). 

Pyatnple ^^27: f ^4-fll-hvdroxvundec-l-vnvl^benzvll^4-('tr^fluoromeQlvl^benzvnamino>- 
foxo'>acetic acid 



Step a) Formation of ethyl {[4-(ll-hydroxytmdec-l-ynyl)benzyl][4-(trifluoromethyl)- 
benzyljamino}(oxo)acetate 
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The same procedure as employed in the preparation of Example 226 (step c) but using 10- 
undecyn-l-ol gave the title compound as a yellow oil (30%). *H NMR (CDCI3, 300 MHz) 5 
7.62 (m, 2H), 7.36 (m, 4H), 7.15 (m, 2H), 4.53 (s, IH), 4.48 (s, IH), 4.35 (m, 4H), 3.65 (t, 
2H, J=6.6 Hz), 2.42 (dt, 2H, J=7.0, 1.4 Hz), 1.64-1.30 (m, 17H). M*"(LC/MS(ESI)): 532. 
HPLC (Condition A), Rt: 5.61 min (HPLC purity: 98.2 %). 

Step b) Formation of {[4-(ll'hydroxyundec-l-ynyl)benzyl][4-(tn^^ 
amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{[4-(l l-hydroxyundec-l-ynyl)benzyl][4-(trifluoromethyl)benzyl]amino}(oxo)acetate gave 
the title compound as a yellow oil (86%). *HNMR (CDCI3, 300 MHz) S 7.62 (m, 2H), 7.36 
(m, 4H), 7.15 (m, 2H), 4.85 (s, IH), 4.75 (s, IH), 4.69 (br s, 2H), 4.58 (s, IH), 4.52 (s, IH), 
3.66 (m, 2H), 2.42 (t, 2H, J==6.8 Hz), 1.64-1.24 (m, 14H). M-(LC/MS(ESI)): 502; 
m:^(LC/MS(ESI)): 504. HPLC (Condition A), Rt: 4.93 min (HPLC purity: 91.7 %). 

Example 328: ir4-fll-methoxv-ll-oxoimdec-l-vnvDbenzvlir4-ftrifluoromethvDbenzvl1- 
aTninQ}(oxo'>acetic acid 

Step a) Formation of methyl 1 l'[4-({[ethoj^(oxo)acetyl] [4-(trifluoromethyl)benzyl] amino- 
JmethylJphenylJundec-lO-ynoate 

The same procedure as employed in the preparation of Example 226 (step c) but using 
methyl 10-undecynoate gave the title compound as a colorless oil (20%). ^H NMR (CDCI3, 
300 MHz) 8 7.62 (m, 2H), 7.36 (m, 4H), 7.15 (m, 2H), 4.51 (m, 2H), 4.36 (m, 4H), 3.68 (s, 
3H), 2.42 (dt, 2H, J=6.9, 1.4 Hz), 2.32 (t, 2H, J=7.5 Hz), 1.63 (m, 4H), 1.47-1.24 (m, 1 IH). 
M:(LC/MS(ESI)): 558; M**(LC/MS(ESI)): 560. HPLC (Condition A), Rt: 5.98 min (HPLC 
purity: 97.3 %). 

Step b) Formation of{[4'(ll'methoxy'll-oxoundeC'l'ynyl)benzyl][4'(trifluoromethyl)' 
benzyl] amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using methyl 
ll-[4-({[efhoxy(oxo)acetyl][4-(trifluoromethyl)benzyl]amino}methyl)phenyl]undec- 
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ynoate and quenching after one minute gave the title compound as a colorless oil (61%). MT 
(LCTMSOBSI)): 530. HPLC (Condition A), Rt: 5.35 min (HPLC purity: 83.6 %). 

Example 329: ll-r4-f lfcarboxvcarbonvnf4'(trifluoromethvl'>benzvnamino>" 
methynphenvllundec-lO-vnoic acid 

5 The same procedure as employed in the preparation of Example 1 (step e) but using methyl 
1 l-[4-({[ethoxy(oxo)acetyl] [4-(trifluoromethyl)benzyl]amino} methyl)phenyl]undec- 1 0- 
ynoate gave the title compound as a pale yellow oil (84%). *H NMR (CDCI3, 300 MHz) 8 
8.60 (brs, 2H), 7.62 (m, 2H), 7.35 (m, 4H), 7.14 (m, 2H), 4.77 (s, IH), 4.68 (s, IH), 4.57 
(s, IH), 4.51 (s, IH), 2.39 (m, 4H), 1.64-1.24 (m, 12H). M-(LC/MS(ESI)): 516, HPLC 

10 (Condition A), Rt: 4.78 min (HPLC purity: 95.7 %). 

Ry am ple 330: ir4-ir4-n3enzvloxv')phenvl1ethvnvUbeiizvDr4-(trifluoromethvnbenzvl1- 
amino Koxo'^acetic acid 

Step a) Formation of ethyl {(4'{[4'(ben2yloxy)phenyl]ethynyl}benzyl)[4-(tr^^ 
benzyl] amino}(oxo)acetate 
15 The same procedure as employed in the preparation of Example 226 (step c) but using 1- 
(benzyloxy)-4-ethynylbenzene under microwave conditions (300W, 120°C, 10 min) gave 
the title compound as a pale yellow solid (28%). HPLC (Condition A), Rt: 6.36 min (HPLC 
purity: 95.9 %). 

Step b) Formation of {(4-{[4'(benzyloxy)phenyl]ethynyl}benzyl)[4-(trifluoromethyl)' 
20 benzyl] amino} (oxo)acetic acid 

The same procedure eis employed in the preparation of Example 1 (step e) but using ethyl 
{(4-{[4-(beiizyloxy)phenyl]ethynyl}benzyl)[4-(trifluoromethyl)benzyl]amino}(oxo)aceta 
gave the title compound as a pale yellow oil (86%). MXLC/MS(ESI)): 542. HPLC 
(Condition A), Rt: 6.21 mm (HPLC purity: 96.5 %). 

25 Example 33 1 : ir4"l2-f4-(heptvloxv)phenvllethvUbenzvDr4-(trifluoromethvl)benzvl'|- 
amino } (oxo^acetic acid 
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The same procedure as employed in the preparation of Example 1 (step c) but using {(4- 
{[4-(heptyloxy)phenyl]ethynyl}beiizyl)[4-(trifluoromethyl)ben2yl]a^ acid 
in EtOAc gave the title connqpound as a colorless oil (54%). MXLC/MS(ESr)): 554, HPLC 
(Condition A), Rt: 5.95 min (HPLC purity: 95.1 %). 

Example 332: l(4-[2-f4-butvlphenvnethvnbenzvnr4-(trifluoromethvDbenzvl1-amino>- 
roxo^acetic acid 

The same procedure as employed in the preparation of Example 1 (step c) but using {{4- 
[(4-butylphenyl)ethynyl]beiizyl}[4-(trifluoromethyl)benzyl]amino}(oxo)acetic acid in 
EtOAc gave the title compound as a colorless oil (38%). M"(LC/MS(ESr)): 496. HPLC 
(Condition A), Rt: 5.62 min (HPLC purity: 95.5 %). 

Example 333: ll4-r2-(4-hexvlphenvDethvnbenzvlU4-(trifluoromethvnbenzvl1amino)- 
foxo'^acetic acid 

Step a) Formation of ethyl {{4'[2'(4-hexylphenyl)ethyl]ben2yl}[4-(triJlu^ 
benzyl] amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 1 (step c) but using ethyl 
{{4-[(4-hexylphenyl)ethynyl]benzyl} [4-(trifluoromethyl)benzyl]amino}(oxo)acetate in 
EtOAc gave the title compound as a colorless oil (94%). ^HNMR (CDCI3, 300 MHz) 6 
7.64 (d, 0.8H, J=8.1 Hz), 7.60 (d, L2H, J=8.1 Hz), 7.39 (d, 0.8H, J-8.1 Hz), 7.33 (d, 1.2H, 
J=8.1 Hz), 7.18 (m, 4H), 7.11 (s, 4H), 4.54 (s, 1.2H), 4.49 (s, 0.8H), 4.42-4.30 (m, 4H), 
2.90 (m, 4H), 2.59 (t, 2H, J=7.8 Hz), 1.61 (m, 2H), 1.39-1.30 (m, 9H), 0.89 (t, 3H, J=6.8 
Hz). M"(LC/MS(ESI)): 552; M^(LC/MS(ESI)): 554. HPLC (Condition A), Rt: 6.46 min 
(HPLC purity: 99.2 %). 

Step b) Formation of {{4-[2-(4'hexylphenyl)ethylJben^l}[4-(trifluoromethyl)benzyl^ 
amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{ {4-[2-(4-hexylphenyl)ethyl]benzyl} [4-(trifluoromethyl)benzyl]amino}(oxo)acetate gave 
the title compound as a colorless oil (95%). *H NMR (CDCI3, 300 MHz) 5 7.63 (m, 2H), 
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7.35 (m, 2H), 7.19 (m, 4H), 7.1 1 (s, 4H), 5.03 (s, IH), 4.93 (s, IH), 4.61 (s, IH), 4.56 (s, 
IH), 2.90 (m, 4H), 2.59 (t, 2H, J=7.8 Hz), 1.61 (m, 2HX L32 (m, 6H), 0.89 (t, 3H, J=6.8 
Hz). ]Vr(LC/MS(ESI)): 524; M^(LC/MS(ESI)): 526. HPLC (Condition A), Rt: 5.95 min 
(HPLC purity: 99.5 %). Analysis calculated for C3iH34F3NO3"0.2 H2O: C, 70.36; H, 6.55; 
N, 2.65%. Found: C,70.32; H,6.56; N,2.57% 

Example 334: I j4-[2-(4~hexvlphenvDethvnbenzvl} f4-rtrifluoromethvnbenzvnamino}- 
foxo'^acetic acid. N-methvl-D-glucamine (i.e. l-deoxv-l-fmethvlamino')gluciton salt 
The same procedure as employed in the preparation of Example 2 but using {{4-[2-(4- 
hexylphenyl)ethyl]benzyl}[4-(trifluoromethyl)benzyl]amino}(oxo)acetic acid andN- 
methyl-D-glucamine gave the title compound as a white powder (92%). MXLC/MS(ESr)): 
524; M^(LC/MS(ES^): 526. HPLC (Condition A), Rt: 5.90 min (HPLC purity: 99.5 %). 
Analysis calculated for C3iH34F3NO3.C7Hi7NO5-0.4 H2O: C, 62.69; H, 7.17; N, 3.85%. 
Found: C,62.63; H,7.25; N,3,83% 

Example 335: oxoir4"l2"r4-(pentvloxv^phenvnethvUbenzvDr4-(trifluoromethvRbenzvl')- 
aminol acetic acid 

The same procedure as employed in the preparation of Example 1 (step c) but using 
0x0 {(4- { [4-(pentyloxy)phenyl]ethynyl}benzyl)[4-(trifluoromethyl)benzyl]amino} acetic 
acid in EtOAc gave the title compound as a yellow oil (49%). M'(LC/MS(ESI)): 526. 
HPLC (Condition A), Rt: 5.62 min (HPLC purity: 74.1 %). 

Example 336: oxoU4-r2-f4-propvlphenvDethvnbenzvlir4-ftrifluoromethvnbenzvl]- 
amino I acetic acid 

The same procedure as employed in the preparation of Example 1 (step c) but using 
0x0 {{4-[(4-propylphenyl)ethynyl]benzyl}[4-(trifluoromethyl)beiizyl]amino} acetic acid in 
BtOAc gave the title compound as a colorless oil (51%). M'(LC/MS(ESI)): 482. HPLC 
(Condition A), Rt: 5.43 min (HPLC purity: 89.2 %). 
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Kvam ple 337: ll-r4-(lfcarboxvcarbonvl¥4-(trifluoromethvnben2vl1aimnol-meth^ 
phenvllundecanoic acid 

The same procedure as employed in the preparation of Example 1 (step c) but using 1 1-[4- 
({(carboxycarbonyl)[4-(trifluoromethyl)benzyl]amino}methyl)phenyl]unde^ acid 
in EtOAc gave the title compound as a colorless oil (20%). M"(LC/MS(ESI)): 520. HPLC 
(Condition A), Rt: 5.03 min (HPLC purity: 96.1 %). 

Example 338: ir4-fll-hvdroxvundecvnbenzvnr4-ftrifluoromethynbenzvl1amino>- 
(oxo'tacetic acid 

The same procedure as employed in the preparation of Example 1 (step c) but using {[4- 
(ll-hydroxyundec-l-ynyl)benzyl][4-(trifluoromethyl)benzyl]amino}(oxo)acetic acid gave 
the title compound as a colorless oil (45%). MXLC/MS(ESI)): 506; ]st(LCMS(BS£)): 508, 
HPLC (Condition A), Rt: 5.19 min (HPLC purity: 86.3 %). 

Example 339: l(4-dodec-l-vnvlbenzvl)r4-ftrifluoromethvl')phenvl1amino>(oxo')acetic acid 
Step a) Formation ofN-(4-dodec-I-ynylben2yl)'N-[4'(trifluoromethyl)phenylJam 
The same procedinre as employed in the preparation of Example 226 (step a) but using 4- 
(trifluoromethyl)aniline and 4-dodec-l-ynylbenzaldehyde gave the title compoimd as a pale 
yellow oil (42%). NMR (CDCI3, 300 MHz) 5 7.40-7.23 (m, 8H), 4.35 (s, 2H), 2.40 (m, 
2H), 1.62-1.27 (m, 16H), 0.88 (t, 3H, J=6.8 Hz). HPLC (Condition A), Rt: 7.0 min (HPLC 
purity: 99.4 %). 

Step b) Formation of ethyl {(4-dodeC'l'ynylberizyl)[4''(trifluoromethyl)phenylJ amino}- 
(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-(4- 
dodec-l-ynylbenzyl)-N-[4-(trifluoromethyl)phenyl]amine gave the title compoimd as a 
colorless oil (81%). ^H NMR (CDCI3, 300 MHz) 5 7.60 (m, 2H), 7.33 (m, 2H), 7.20 (m, 
4H), 4.94 (s, 2H), 4.04 (q, 2H, J=7.14 Hz), 2.39 (m, 2H), 1 .58 (m, 2H), 1.43 (m, 2H), 1.26 
(m, 12H), 0,99 (m, 3H), 0.88 (t, 3H, J=6.8 Hz). M^(LC/MS(ESI)): 516. HPLC (Condition 
A), Rt: 6.81 min (HPLC purity: 91.8 %). 
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Step c) Formation of {(4-dodeC'l-ynylbenzyl)[4-(trifluoromethyl)phe^^ 
acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(4-dodec-l-ynylbenzyl)[4-(trifluoromethyl)phenyl]amino}(oxo)acetate gave the title 
compound as a colorless oil (95%). NMR (CDCI3, 300 MHz) 5 7.59 (d, 2H, J=8.31 Hz), 
7.32 (d, 2H, J=8.28 Hz), 7.09 (m, 4H), 5.03 (s, IH), 4.93 (s, IH), 2.39 (m, 2H), 1.60 (m, 
2H), 1.42 (m, 2H), 1.27 (br s, 12H), 0.87 (m, 3H). HPLC (Condition A), Rt: 6.22 min 
(HPLC purity: 97.1 %). 

Example 340: l(4-dodec-l'VnvlbenzvDr4-(trifluoromethvnphenvnamino}(oxo^acetic acid, 
N-methvl-D-plucamine (i.e. l-deoxv-l-fmethvlamino'>glucitol) salt 
The same procedure as employed in the preparation of Example 2 but using {(4-dodec-l- 
ynylbenzyl)[4-(trifluoromethyl)phenyl]amino}(oxo)acetic acid and N-methyl-D-glucamine 
gave the title compound as a white powder (99%). HPLC (Condition A), Rt: 6.07 min 
(HPLC purity: 96.7 %). 

Example 34 1 : oxof r4-( trifluoromethvllbenzvll (4-r2«(3-undecvl-l .2,4-oxadiazol-S-vlV 
ethvllbenzvUamino'tacetic acid 

Step a) Fortnation of tert-butyl 4'{3-f(dodecanimidoylamino)oxyJ-3'' 
oxopropyl}benzylcarbamate 

The same procedure as employed in the preparation of Example 10 (step a) but using 3-(4- 
{[(tert-butoxycarbonyl)amino]methyl}phenyl)propanoic acid gave the title compound as a 
pale yellow solid (99%). ^HNMR (CDQs, 300 MHz) 8 7.21 (s, 4H), 5.03-4.58 (m, 3H), 
4.27 (d, 2H, J=5.6 Hz), 3.01 (t, 2H, J=7.4 Hz), 2.75 (t, 2H, J=7.4 Hz), 2.23 (t, 2H, J=7.9 
Hz), 1.57 (m, 2H), 1.46 (s, 9H), 1.25 (brs, 16H), 0.89 (t, 3H, J-6.6 Hz). Nr(LC/MS(ESI)): 
474; M^(LC/MS(ESI)): 476. HPLC (Condition A), Rt: 5.29 mm (HPLC purity: 99.0 %). 

Step b) Formation of tert-biityl 4'[2-(3-undecyl'l,2,4-oxadiazol-5'yl)ethyl] -benzyl- 
carbamate 

The same procediure as employed in the preparation of Example 23 (step e) but using tert- 
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butyl 4.{3-[(dodecaiuniidoylamino)oxy]-3-oxopropyl}benzylcarbamate gave the title 
compound as a pale yellow solid (71%). *H NMR (CDas, 300 MHz) 5 7.22 (d, 2H, J=8.3 
Hz), 7.16 (d, 2H, J=8.3 Hz), 4.80 (br s, IH), 4.27 (m, 2H), 3.13 (m, 4H), 2.70 (t, 2H, J=7.5 
Hz), 1.73 (m, 2H), 1.46 (s, 9H), 1.29 (m, 16H), 0.88 (t, 3H, J=6.8 Hz). HPLC (Condition 
A), Rt: 6.07 min (HPLC purity: 98.0 %). 

St^ c) Formation of4-[2-(3-undecyl-1.2,4-oxadiazol-5-yl)ethyl]benzylamine 
The same procedure as employed in flie preparation of Example 23 (step f) but using tert- 
butyl 4-[2-(3-undecyl-l,2,4-oxadiazol-5-yl)ethyl]benzylcarbamate gave the title compound 
as a white solid (82%). *HNMR (CDCI3, 300 MHz) 8 7.25 (d, 2H, J=8.3 Hz), 7.17 (d, 2H. 
J=8.3 Hz), 3.85 (s, 2H), 3.13 (m, 4H), 2.70 (t, 2H. J-7.7 Hz), 1.97 (br s, 2H). 1.73 (m, 2H), 
1.30 (m, 16H), 0.88 (t, 3H, J=6.8 Hz). M*(LC/MS(ESr)): 358. HPLC (Condition A), Rt: 
4.17 min (HPLC purity: 98.0 %). 

St^ d) Formation ofN-[4-(trifluoromethyl)benzyl]-N-{4-[2-(3-undecyl-1.2.4-oxadiazol-5- 
yl)ethyl]benzyl}amine 

The same procedure as employed in the preparation of Example 226 (step a) but using 4-[2- 
(3-undecyl-l,2,4-oxadiazol-5-yl)ethyl]benzylamine and 4-(trifluoromethyl)benzaldehyde 
gave the title compound as a pale yellow oil (68%). 'H NMR (CDCI3, 300 MHz) 5 7.60 (d, 
2H, J=8.1 Hz), 7.53 (d, 2H, J=8.1 Hz), 7.33 (d, 2H, J=7.9 Hz), 7.19 (d, 2H, J=7.9 Hz), 3.86 
(s, 2H), 3.79 (8, 2H), 3.13 (m, 4H), 2.70 (t, 2H, J=7.7 Hz), 1.72 (m, 2H), 1.29 (m, 16H), 
0.88 (t, 3H, J=6.8 Hz). M^(LC/MS(ESI)): 516. HPLC (Condition A), Rt: 4.83 min (HPLC 
purity: 93.5 %). 

Step e) Formation of ethyl oxo([4-(trifluoromethyl)benzyl]{4-[2^(3-undecyl-l,2,4-oxa- 
cUazol-5-yl)ethyl]benzyl}amino)acetate 

The same procedure as employed in the jnrqparation of Example 15 (step b) but using N-[4- 
(trifluoromefhyl)benzyl]-N-{4-[2-(3-undecyl-l,2,4-oxadiazol-5-yl)ethyl]benzyl}amine 

gave the title compound as a colorless oil (67%). ^HNMR (CDCI3, 300 MHz) 6 7.60 (m. 
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2H), 7.37 (d, IH, J=83 Hz), 7.32 (d, IH, J=8.3 Hz), 7.17 (m, 4H), 4.52 (s, IH), 4.47 (s, 
IH), 4.35 (m, 4H), 3.15 (br s, 4H), 2.71 (t, 2H, J=7.7 Hz), 1.73 (m, 2H), 1.37-1.25 (m, 
19H), 0.88 (t, 3H, J=6.8 Hz). M-(LC/MS(ESI)): 614; M^(LC/MS(ESI)): 616. HPLC 
(Condition A), Rt: 6.37 min (HPLC purity: 97.3 %). 

Step f) Formation of oxo([4-(trifluoromethyl)hen2yl]{4-[2-(3'Undecyl-l,2,4^^ 
yl)ethyl]benzyl}amino)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
oxo([4-(trifluoromethyl)benzyl] {4-[2-(3-undecyl- l,2,4-oxadiazol-5- 
yl)ethyl]benzyl}amino)acetate gave the title compound as a colorless oil (92%). ^H NMR 
(CDCI3, 300 MHz) 6 7.61 (m, 2H), 7.35 (m, 2H), 7.19 (m, 4H), 5.03 (s, IH), 4.91 (s, IH), 
4.61 (s, IH), 4.55 (s, IH), 3.14 (br s, 4H), 2.70 (m, 2H), 1.71 (m, 2H), 1.32 (m, 16H), 0.88 
(t, 3H, J=6.8 Hz). M"(LC/MS(ESI)): 586. HPLC (Condition A), Rt: 5,87 min (HPLC purity: 
99.9 %). Analysis calculated for C32H4oF3N304-0.5H20 C, 64.41; H, 6.93; N, 7.04%. 
Found: C, 64.31; H, 6.93; N, 6.97%. 

Example 342: oxofr^-rtrifluoromethvDbenzvll (4-r2"(3-undecvl-L2.4>oxadia2ol-5- 
vnethvl1benzvllamino'>acetic acid. N-methvl-D-plucamine (i.e. l-deoxv-l-toethvlaminoV 
glucitoH salt 

The same procedure as employed in the preparation of Example 2 but using oxo([4- 
(trifluoromethyl)benzyl] {4-[2-(3-undecyl-l,2,4-oxadiazol-5-yl)ethyl]benzyl}amino)acetic 
acid andN-methyl-D-glucamine gave the title compound as a colorless oil (97%). M" 
(LC/MS(ESI)): 586; M^(LC/MS(ESI)): 588. HPLC (Condition A), Rt: 5.88 min (HPLC 
purity: 99.5 %). 

Example 343: ll4-r2-f3-octvl-1.2.4-oxadiazol-5-vnethvl1benzvUr4-ftrifluoromethvn^ 
benzvllaminoUoxo'^acetic acid 

Step a) Formation of tert-butyl 4'{3'[(nonanimidoylamino)oxy]''3-oxopropyl}-benzyl' 
carbamate 

The same procedure as employed in the preparation of Example 10 (step a) but using 3-(4- 
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{[(tert-butoxycarbonyl)amino]methyl}phenyl)propanoic acid gave the title compound as a 
pale yellow solid (99%). ^HNMR (CDCI3, 300 MHz) 6 7.21 (s, 4H), 5.00-4.50 (m, 3H), 
4.27 (d, 2H, J=5.6 Hz), 3.00 (t, 2H, J=7.3 Hz), 2.73 (t, 2H, J=7.3 Hz), 2.19 (t, 2H, J=7.5 
Hz), 1.56 (m, 2H), 1.46 (s, 9H), 1.26 (br s, lOH), 0.88 (t, 3H, J=6.8 Hz). M"(LC/MS(ESI)): 
432; M*(LC/MS(ESI)): 434. HPLC (Condition A), Rt: 4.70 min (HPLC purity: 97.8 %). 

Step b) Formation of tert-butyl 4-[2-(3-octyUl,2,4-oxadiazoU5-yl)ethyl]ber\zylcarbamate 
The same procedure as employed in the preparation of Example 23 (step e) but using tert- 
butyl 4-{3-[(nonanimidoylamino)oxy]-3-oxopropyl}benzylcarbamate gave the title 
compound as a pale yellow solid (76%). 

Step c) Formation of 4"[2'(3'Octyl-l,2,4''Oxadiazol-5-yl)ethyl]benzylamine 
The same procedure as employed in the preparation of Example 23 (step f) but using 4-[2- 
(3-octyM,2,4-oxadiazol-5-yl)ethyl]benzylamine gave the title compound as a white solid 
(87%). ^H NMR (CDCI3, 300 MHz) 5 7.25 (d, 2H, J=7-7 Hz), 7.17 (d, 2H, J=7.7 Hz), 3.84 
(s, 2H), 3.13 (m, 4H), 2.70 (t, 2H, J=7.7 Hz), 1.78 (br s, 2H), 1.73 (m, 2H), 1.30 (m, lOH), 
0.88 (t, 3H, J=6.8 Hz). M^(LC/MS(ESI)): 316. HPLC (Condition A), Rt: 3.51 min (HPLC 
purity: 98.0 %). 

Step d) Formation ofN'{4-[2'(3-octyl-l,2A'Oxadiazol'5-yl)ethyl]benzyl}-N'[4-(trifluoro- 
methyl)benzyl] amine 

The same procedure as employed in the preparation of Example 226 (step a) but using 4-[2- 
(3-octyl-l,2,4-oxadiazol-5-yl)ethyl]benzylamine and 4-(trifluoromethyl)benzaldehyde gave 
the title compound as a pale yellow oil (65%). ^H NMR (CDCI3, 300 MHz) 8 7,60 (d, 2H, 
J=8.3 Hz), 7.51 (d, 2H, J=8.3 Hz), 7.30 (d, 2H, J=7.9 Hz), 7.18 (d, 2H, J=7.9 Hz), 3.86 (s, 
2H), 3.78 (s, 2H), 3.12 (m, 4H), 2.70 (t, 2H, J=7.7 Hz), 1.73 (m, 2H), 1.28 (m, lOH), 0.88 
(t, 3H, J=6.6 Hz). M'^(LC/MS(ESI)): 474. HPLC (Condition A), Rt: 4.31 min (HPLC 
purity: 97.9 %). 
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Step e) Formation of ethyl {{4-[2-(3-octyl-l,2,4-oxadiazoU5'yl)ethyl] benzyl} [4-(tnfl^ 
methyl)benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-{4- 
[2-(3-octyH,2,4-oxadiazol-5-yl)ethyl]benzyl} -N-[4-(trifluoromethyl)benzyl]amine gave 
the title compound as a colorless oil (74%). NMR (CDCI3, 300 MHz) S 7.61 (m, 2H), 
7.37 (d, IH, J=7.9 Hz), 7.31 (d, IH, J=7.9 Hz), 7.17 (m, 4H), 4.52 (s, IH), 4.46 (s, IH), 
4.35 (m, 4H), 3.14 (m, 4H), 2.71 (t, 2H, J=7.5 Hz), 1.73 (m, 2H), 1.37-1.23 (m, 13H), 0.87 
(t, 3H, J=6.8 Hz). M'(LC/MS(ESI)): 572; M*(LC/MS(ESI)): 574. HPLC (Condition A), Rt: 
5.92 min (HPLC purity: 99.9 %). 

Stepf) Formation of {{4'[2-(3-octyUl, 2, 4-oxadiazoU5-yl)ethyl] benzyl} [4'(trifl%u)ro 
benzyl] amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{ {4-[2-(3-octyH ,2,4-oxadiazol-5-yl)ethyl]benzyl} [4- 

(trifluoromethyl)benzyl]amino}(oxo)acetate gave the title compound as a colorless oil 
(91%). ^HNMR (CDCI3, 300 MHz) 5 7.64 (m, 2H), 7,37 (m, 2H), 7.19 (m, 4H), 5.04 (s, 
IH), 4.93 (s, IH), 4.63 (s, IH), 4.56 (s, IH), 3.17 (m, 4H), 2.73 (t, 2H, J=7.7 Hz), 1,75 (m, 
2H), 1.31 (m, lOH), 0.89 (t, 3H, J=6.8 Hz). M-(LC/MS(ESI)): 544; M^(LC/MS(ESI)): 546 
HPLC (Condition A), Rt: 5.38 min (HPLC purity: 99.2 %). 

Example 344: I l4-r2"f 3-octvl- 1 .2,4-oxadiazol-5-vnethvl1benzvU r4-(trifluoromethvlV 
benzvllaminolfoxo'iacetic acid. N-methvl-D-elucamine (i.e. 1-deoxv-l- 
fmethvlamino'^fiiucitoD salt 

The same procedure as employed in the preparation of Example 2 but using {{4-[2-(3- 
octyl-l,2,4-oxadiazol-5-yl)ethyl]benzyl} [4-(trifluoromethyl)benzyl]amino}(oxo)acetic acid 
and N-methyl-D-glucamine gave the title compound as a white gununy solid (96%). M" 
(LC/MS(ESI)): 544; M^(LC/MS(ESI)): 546. HPLC (Condition A), Rt: 5.37 min (HPLC 
purity: 99.0 %). 



wo 03/064376 



PCT/EP03/00808 



-235- 



Kvam ple 345: U4-rf4-octvlbenzovl^amino1ben2vlK4-(trifluorometfavn^ 
foxoWetic acid 

St^ a) Formation of ethyl {{4'[(4'OCtylbenzoyl)amino]ben^l}[4-(trif^^ 
benzyl] amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 311 (step a) but using 4- 
octylbenzoic acid gave the title compound as a colorless oU (93%). 'HNMR (CDCI3, 300 
MHz) 8 7.81 (m, 3H), 7.63 (m, 4H), 7.42-7.21 (m, 6H), 4.54 (s, IH), 4.49 (s, IH), 4.37 (m, 
4H), 2.68 (m, 2H), 1.64 (m, 2H), 1.28 (m, 13H), 0.89 (m, 3H). ]Vr(LaMS(ESI)): 595; 
1^(LC/MS(ESI)): 597. HPLC (Condition A), Rt: 7.19 min (HPLC purity: 99.2 %). 

S/g? b) Formation of{{4-[(4-octylbmzoyl)aminoJbenzyl}f4-(trifluoromethyl)ben^lJ- 
amino}(axo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{ {4-[(4-octylbenzoyl)amino]benzyl} [4-(trifluoromethyl)benzyl]aniino} (oxo)acetate gave 
the title compound as a white solid (93%). *H NMR (CDCI3, 300 MHz) 8 7.95 (m, IH), 
7.80 (m, 2H), 7.61 (m, 4H), 7.39-7.23 (m, 6H), 5.13 (br s, IH), 4.91 (s, IH), 4.77 (s, IH), 
4.58 (s. IH), 4.53 (s, IH), 2.68 (m, 2H), 1.63 (m, 2H), 1.28 (br s, lOH), 0.89 (m, 3H). M" 
(LC/MS(ESI)): 567; M^(LC/MS(ESI)): 569. HPLC (Condition A), Rt: 6.64 min (HPLC 
purity: 99.5 %). Analysis calculated for C32H3SF3N2O4: C, 67.59; H, 6.20; N, 4.93%. 
Found: C,67.32; H,6.21; N,4.86% 

Ryam pie 346: ||4-r(4-octvlbenzovl'>amino1benzvl>r4-ftrifluoromethvl')benzvl1arnino>- 
foxo'tacetic acid, N-methvl-D-glucamine fi.e. l-deoxv-l- fmeflivlamino')gluciton salt 
The same procedure as employed in the preparation of Example 2 but using { {4-[(4- 
octylbenzoyl)amino]benzyl}[4-(trifluoromefhyl)benzyl]ainino}(oxo)acetic acid andN- 
mefliyl-D-glucamine gave the title compound as a white powder (92%). M"(LC/MS(ESI)): 
567; M*'(LC/MS(ESI)): 569. HPLC (Condition A), Rt: 6.68 min (HPLC purity: 99.4 %). 
Analysis calculated for C32H35F3N2O4.C7Hi7NO5"0.6 H2O: C, 60.47; H, 6.92; N, 5.42%. 
Found: C,60.48; H,7.11; N,5.41% 
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Example 347: oxoirn-tridecanovlpiperidin"4-vnmeihvlir4-ftrifluorometh^ 
amino! acetic acid 

Step a) Formation of tert-butyl 4-(2-{f4'M/luoromethylbenzylJamino}methyl)piperidine'l- 
carboxylate hydrochloride 

The same procedure as employed in the preparation of Example 226 (step a) but using tert- 
butyl 4-(aminomethyl)piperidine-l -carboxylate and 4'-(tri£luoromethyl)benzaldehyde gave 
the title compound as a white solid (65 %). NMR (DMSO-de, 300 MHz) 6 9.16 (br s, 
IH), 7.84 (d, 2H, J=8.3 Hz), 7.77 (d, 2H, J=8.3 Hz), 4.25 (br s, 2H), 3.92 (m, 2H), 2.84 (m, 
2H), 2.70 (br s, 2H), 1.89 (br s, IH), 1.72 (br s, 2H), 1.39 (br s, 9H), 1.05 (m, 2H). 

Step b) Formation of tert-butyl 4'(2'{ethoxy(oxo)acetyl][4'(trifluoromethyl)benzyl] amino}- 
methyljpiperidine-l -carboxylate. 

The same procedure as emplojjed in the preparation of Example 15 (step b) but using tert- 
butyl 4-(2-{[4-trifluoromethylbenzyl]amino}methyl)piperidine-l-carboxylate 
hydrochloride gave the title compound as a colorless oil (94 %). M-(LCyMS(ESI)): 471. 
HPLC, Rt: 5.78 min (HPLC purity: 99.9 %). ^H NMR (CDCI3, 300 MHz) 5 7.62 (m, 2H), 
7.39 (m, 2H), 4.68 (s, IH), 4.54 (s, IH), 4.45-4.20 (m, 2H), 4.19-4.00 (m, 2H), 3.19 (d, IH, 
J=7.2 Hz), 3.12 (d, IH, J=7.2 Hz), 2.63 (m, 2H), 1.81 (m, IH), 1.59 (m, 2H), 1.48-0.95 (m, 
14H). 

Step c) Formation of ethyl oxo-{(2-piperidin-4-ylmethyl)[4-(trifluoromethylbenzyl] amino}'- 
acetate hydrochloride. 

The same procedure as employed in the pr^aration of Example.23 (step f) but using tert- 
butyl 4-(2-{ethoxy(oxo)acetyl][4-(trifluoromethyl)benzyl]amino}-methyl)piperidine-l- 
carboxylate gave the title compoimd as a gummy colorless solid (99 %). HPLC, Rt: 3.12 
min (HPLC purity: 99.5 %). 
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Step d) Formation of ethyl oxo{[(l-tridecanoylpiperidin-4-yl)methyl][4'trifluorom 
benzyl] aminojacetate. 

The same procedure as employed in the preparation of Example 1 (step d) but using ethyl 
oxo-{(2-piperidin-4-ylmethyl)[4-(trifluoromethylbenzyl]aiiiino}acetatehydrocMori^ 
tridecanoic acid, HOBT, and TEA in DCM gave the title compound as a yellow oil (66 %). 
M"(LC/MS(ESI)): 567; M^(LC/MS(ESI)): 569. HPLC (Condition A), Rt: 7.24 min (HPLC 
purity: 99.4 %). 

Step e) Formation of oxo{[(l'tridecanoylpiperidin-4-yl)methylJ[4-(trifluoromethyl)benz^^ 
aminojacetic add 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 

oxo{[(l-tridecanoylpiperidin-4-yl)methyl][4-trifluoromethyl)benzyl]anflin^ 

the title compound as a gummy orange solid (58%). NMR (DMSO-de, 300 MHz) 8 7.75 

(m, 2H), 7.50 (m, 2H), 4.63 (m, 2H), 4.35 (br t, IH), 3.83 (br d, IH), 3.20-2.80 (m, 3H), 

2.41 (br q, IH), 2,24 (t, 2H, J=7.4 Hz), 1.90 (br s, IH), 1.65-1.35 (m, 4H), 1.23 (br s, 18H), 

1.15-0-70 (m, 5H). M"(LC/MS(ESI)): 539. HPLC (Condition A), Rt: 6.68 min (HPLC 

purity. 98.3 %). 

Fy am ple 348: 4-octvlbenzovl>piperidin-4-vl1methvll r4«f trifluoromethvl^benzviy 
aTniTio }(oxo'>acetic acid 

Step a) Formation of ethyl {{[l'(4'Octylbenzoyl)piperidin-4-yl]methyl}[4-trifluoromethyl)^ 
benzyl] amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 1 (step d) but using ethyl 
oxo-{(2-piperidin-4-ylmethyl)[4-(trifluoromethylbenzyl]aiiiino} acetate hydrochloride, 4-n- 
octylbenzoic acid, HOBT, and TEA in DCM gave the title compound as a colorless oil 
(84 %). ^H NMR (CDCI3, 300 MHz) 5 7.63 (m, 2H), 7.40 (m, 2H), 7.32-7.17 (m, 4H), 4.70 
(s, IH), 4.55 (s, IH), 4.40 (q, 2H, J=7.2 Hz), 4,20 (q, 2H, J=7,2 Hz), 3.4-3.1 (m, 2H), 2.85 
(br s, 2H), 2.6 (m, 2H), 1.95 (br s, IH), 1.6 (m, 4H), 1.47-1.1 (m, 17H), 0,88 (m, 3H). M" 
(LC/MS(BSI)): 587. HPLC (Condition A), Rt: 6.26 min (HPLC purity: 99.2 %), 
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iS/q? b) Formation of {{[l-(4'Octylbenzoyl)piperidin-4-yl] methyl) [4'(trif^^ 
benzyl] amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{ {[l-(4-octylbenzoyl)piperidin-4-yl]methyl} [4-(tri£luoromethyl)ben2yl]amino}(oxo)acetate 
gave the title compound as a white foam (67%). NMR (CDCI3, 300 MHz) 5 7.61 (m, 
2H), 7.39 (m, 2H), 7.31 (m, 2H), 7.22 (m, 2H), 4.80 (m, 3H), 3.86 (m, IH), 3.49 (br s, IH), 
3.25 (br s, IH), 2.94 (m, 2H), 2.60 (t, 2H, J=7.5 Hz), 2.15-1.45 (m, 4H), 1.28 (m, 13H), 
0.88 (t, 3H, J=6.6 Hz). M"(LC/MS(ESI)): 559; M^(LC/MS(ESI)): 561. HPLC (Condition 
A), Rt: 5.68 min (HPLC purity: 99.5 %). 

Kxample 349: liri-r4"OCtvlbenzoYnpiperidin-4-vnmethvll|"4-ftrifluoromethvnbenzvl'|- 
aminoUoxo^acetic acid, N-methvl-D-glucamine (i.e. l-deoxv-l-fmethvlamino')glucitoD salt 
The same procedure as employed in the preparation of Example 2 but using { {[l-(4-octyl- 
benzoyl)piperidin-4-yl]methyl} [4-(trifluoromethyl)benzyl]amino} (oxo)acetic acid and N- 
methyl-D-glucamine gave the title compound as a white powder (90%). M"(LC/MS(ESI)): 
559; M^(LC/MS(ESI)): 561. HPLC (Condition A), Rt: 5.56 min (HPLC purity: 97.1 %). 
Analysis calculated for C3iH39F3N204.C7Hi7N05-3.5 H2O: C, 55.73; H, 7.75; N, 5.13%. 
Found: C,55.68; H,7.56; N,5.17% 

Example 350: irG-dec-l"Vnvl-l-benzofuran-5-vDmethvlir4-ftrifluoromethvnbe 
amino! (oxo^acetic acid 

Step a) Formation of S-bromo-l-benzofuran-S-carbaldehyde 

To a solution of 2,3-dibromo-2,3-dihydro-l-benzofuran-5-carbaldehyde (10 g) in dry 
ethanol (25 mL) was added a solution of KOH in dry ethanol (14 mL) and reflxixed at 70°C 
for 2h. The reaction mixture was cooled, diluted with water and extracted with EtOAc (3x 
50 mL). The organic layer was washed witiii water, brine and dried. The solvent was 
removed under vacuum and the residue was purified by flash chromatography 
(PetEther/EtOAc 99.5/0,5) to give the title compound as a pale yellow solid (3.3 g, 45%), 
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NMR (DMSO-de, 300 MHz) 5 10.12 (s, IH), 8.47 (s, IH), 8.14 (d, IH, J=1.5 Hz), 7.97 
(dd, IH, J=8.6, 1.5 Hz), 7.87 (d, IH, J=8.6 Hz). 

Step b) Formation ofN-[(3'bromO'l'benzoJuran'5-yl)methyl]'N-[4-(tnfluorom 
benzyl] amine hydrochloride 

The same procedxire as employed in the preparation of Example 226 (step a) but ixsing 3- 
bromo-l-benzofuran-S-carbaldehyde gave the title compound as a beige solid (77%). *H 
NMR (DMSO-d6, 300 MHz) 8 10.00 (br s, 2H), 8.35 (s, IH), 7.81-7.64 (m, 7H), 4.32 (s, 
2H), 4.26 (s, 2H). M*(LC/MS(ESI)): 386.1. HPLC (Ctondition A), Rt 3.11 rain (HPLC 
purity. 96.4 %). 

Step c) Formation of ethyl{f(3-bromo-J-benzoJuran-5-yl)methylJf4-(trifluoromethyl)- 
benzyljamino}(oxo)acetate 

The same procedure as employed in the preparation of Exan^le IS (step b) but using N- 
[(3-bromo-l-ben2o£uran-5-yI)methyl]-N-[4-(trifluoromethyl)benzyl]amine hydrochloride 
gave the title compound as a colorless oil (84%). ^H NMR (CDQa, 300 MHz) 5 7.71 (s, 
0.5H), 7.69 (s, 0.5H), 7.65 (d, IH, J=8.1 Hz), 7.61 (d, IH, J=8.1 Hz), 7.50 (d, 0.5H, J=8.4 
Hz), 7.48 (d, 0.5H, J=8.5 Hz), 7.41-7.25 (m, 4H), 4.64 (s, IH), 4.56 (s, IH), 4.49 (s, IH), 
4.43 (s, IH), 4.40 (q, IH, J=7.2 Hz), 4.35 (q, IH, J=7.2 Hz), 1.38 (t, 1.5H, J=7.2 Hz), 1.33 
(t, 1.5H, J=7.2 Hz). M^(LC/MS(ESI)): 484.0. HPLC (Condition A), Rt: 4.95 min (HPLC 
purity. 99.0 %). 

Step d) Formation of ethyl{f(3-dec-J-ynyl-J-benzofuran-5-yl)methylJf4-(trifluoromethyl)- 
benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 226 (step c) but using 
ethyl { [(3-bromo- 1 -benzofuran-5 -yl)methyl] [4-(trifluoromethyl)benzyl]amino} (oxo)acetate 
and 1-decyne gave the title compound as a yellow oil (40%). 'H NMR (CDCI3, 300 MHz) 5 
7.78 (s, 0.5H), 7.76 (s, 0.5H), 7.65 (d, IH, J=7.9 Hz), 7.61 (d, IH, J=7.9 Hz), 7.52-7.33 (m, 
4H), 7.22 (m, IH), 4.64 (s, IH), 4.56 (s, IH), 4.47 (s, IH), 4.41 (s, IH), 4.39 (q, IH, J=7.2 
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Hz), 4.34 (q, IH, J=7.2 Hz), 2.49 (m, 2H), 1.66 (m, 2H), 1.49 (m, 2H), 1.40-1.26 (m, IIH), 
0.89 (t, 3H, J=6.8 Hz). Nr(LC/MS(ESI)): 540.5; ]Vr*"(LC/MS(ESI)): 542.7. HPLC 
(Condition A), Rt: 6.07 min (HPLC purity: 98.0 %). 

Step e) Formation of {[(3'dec-l-ynyl-l'benzoJuran-5-yl)methyl] [4'(trifluo 
benzyl] amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using 
ethyl { [(3 -dec- 1 -ynyl- 1 -benzofiiran-5-yl)mefliyl] [4-(trifluoromethyl)benzyl] amino} - 
(oxo)acetate gave the title compound as a yellow oil (91%). ^H NMR (CDCI3, 300 MHz) 5 
7.78 (s, 0.5H), 7.77 (s, 0.5H), 7.63 (m, 2H), 7.47 (m, 2H), 7.36 (m, 2H), 7.22 (m, IH), 5.07 
(s, IH), 5.03 (s, IH), 4,71 (s, IH), 4.62 (s, IH), 2.49 (t, 2H, J=7.0 Hz), 1.67 (m, 2H), 1.49 
(m, 2H), 1.30 (m, 8H), 0.89 (t, 3H, J=6.8 Hz). M"(LC/MS(ESI)): 512.4. HPLC (Condition 
A), Rt: 5.54 min (HPLC purity: 92.4 %). 

Example 351: I 3 -dodec- 1 -vnvl- 1 -benzofuran-5-vnmethvl1 r4-(trifluoromethvnbenzvll- 
aminoKoxo'^acetic acid 

Step a) Formation of ethyl{[(3'dodec-l-ynyl-l-benzofuran'5'yl)methyl] [4'(trifluoromethyl) 
-benzyl] amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 226 (step c) but using 
efhyl{[(3-bromo-l-benzofuran-5-yl)methyl][4-(trifluoromethyl)benzyl]amino}(oxo)ace^^ 
and 1-dodecyne gave the title compound as a yellow oil (34%). HPLC (Condition A), Rt: 
6.39 min (HPLC purity: 99.2 %). 

Step b) Formation of {[(3-dodeC'l-ynyl'l'benzoJuran-5'yl)methyl][4'(trifluoromethyl)' 
benzyl] amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using 
ethyl { [(3 -dodec- 1 -ynyl- 1 -benzofuran-5 -yl)methyl] [4-(trifluoromethyl)benzyl]- 
amino}(oxo)acetate gave the title compound as a yellow oil (86%). M"(LC/MS(ESI)): 
540.4. HPLC (Condition A), Rt: 5.91 min (HPLC purity: 96.3 %). 
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Example 352: oxolf l3-f(4-propvlphenvnethynyl]-l-beiizofuran-5-vl>meth^ 
methvDbenzvnaminol acetic acid 

Step a) Formation of ethyloxo{({3'[(4'propylphenyl)ethynyl]-l'henzoj^^ 
(triJluoromethyl)benzyl]amino}acetate 

The same procedure as employed in the preparation of Example 226 (step c) but using 
ethyl { [(3-bromo- 1 -benzofuran-5-yl)methyl] [4-(trifluoromethyl)benzyl]amino} (oxo)acetate 
and l-ethynyl-4-propylbenzene imder microwave conditions (300W, 120''C, 10 min) gave 
the title compound as a yellow oil (5%), M*(LC/MS(ESI)): 545.8; M^(LC/MS(ESI)): 548.2 
HPLC (Condition A), Rt: 5.85 min (HPLC purity: 92.4 %). 

Step b) Formation of oxo{({3-[(4-propylphenyl)ethynyl]-l-benzoJuran'-5-yl}methyl)[4'' 
(trifluoromethyl)benzylJamino}acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using 
ethyloxo {( {3 -[(4-propylphenyl) ethynyl]- 1 -benzofuran-5-yl} methyl) [4- 
(trifluoromethyl)benzyl]amino} acetate gave the title compound as a pale yellow foam 
(75%). M*(LC/MS(ESI)): 518.2; M^(LC/MS(ESI)): 520.0. HPLC (Condition A), Rt: 5.30 
min (HPLC purity: 84.0 %). 

Example 353: rf4-dodec-l"Vnvlbenzviy4-fluorobenzvnamino1foxo')acetic acid 

Step a) Formation ofN-(4-bromobenzyl)-N-(4'fIuorobenzyl)amine hydrochloride 

The same procedure as employed in the preparation of Example 226 (step a) but using 4- 

fluorobenzylamine gave the title compound as a white solid (98%). ^H NMR (CD3OD, 300 

MHz) 5 7.65 (m, 2H), 7.57 (m, 2H), 7.47 (m, 2H), 7.22 (m, 2H), 4.22 (s, 2H), 4.20 (s, 2H). 

HPLC (Condition A), Rt: 2.23 min (HPLC purity: 97.4 %). 

Step b) Formation of ethylf(4-bromobenzyl)(4'fluorobenzyl)aminoj(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-(4- 

bromobenzyl)-N-(4-fluorobenzyl)amine hydrochloride gave the title compound as a pale 
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yeUow oil (87%). *H NMR (CDCI3, 300 MHz) 5 7.51 (d, IH, J=8.2 Hz), 7.48 (d, IH, J=8.3 
Hz), 7.24-7.00 (m, 6H), 4.45 (s, IH), 4.43 (s, IH), 4.37 (q, IH, J=7.2 Hz), 4.35 (q, IH, 
J=7.2 Hz), 4.30 (s, IH), 4.28 (s, IH), 1.36 (t, 1.5H, J=7.2 Hz), 1.35 (t, 1.5H, J=7.2 Hz). 
M*(LaMS(ESI)): 394.0. HPLC (Condition A), Rt: 4.58 min (HPLC purity: 95.3 %). 

Step c) Formation ofethyl[(4-dodec-l-ynylbenzyl)(4-jluorobenzyl)amino](oxo)acetate 
The same procedure as employed in the preparation of Example 226 (step c) but using 
efhyl[(4-biomobenzyl)(4-fluorobenzyl)amino](oxo)acetate and 1-dodecyne gave the title 
compound as a pale yellow oil (23%). ^H NMR (CDCI3, 300 MHz) 8 7.39 (m, 2H), 7.25- 
7.00 (m, 6H), 4.45 (s, IH), 4.44 (s, IH), 4.36 (m, 2H), 4.30 (s, IH), 4.28 (s, IH), 2.42 (t, 
2H, J=7.1 Hz), 1.62 (m, 2H), 1.46 (m, 2H), 1.37-1.25 (m, 15H), 0.89 (t, 3H, J=6.6 Hz). 
M*(LCyMS(ESI)): 480.3. HPLC (Condition A), Rt: 6.28 min (HPLC purity: 99.8 %). 

Step d) Formation of [(4-dodec-l-ynylbenzyl)(4-fluorobenzyl)amino] (oxo)acetic acid 
The same procedure as employed in the preparation of Example 1 (step e) but using 
ethyl[(4-dodec-l-ynylbenzyl)(4-fluorobenzyl)amino](oxo)acetate gave the title compound 
as a yellow oil (87%). ^H NMR (CDQs, 300 MHz) 5 7.40 (m, 2H), 7.25-7.02 (m, 6H), 4.95 
(s, IH), 4.93 (s, IH), 4.53 (s. IH), 4.51 (s, IH), 2.41 (t, 2H, J=6.8 Hz), 1.62 (m, 2H), 1.45 
(m, 2H), 1-28 (br s, 12H), 0.89 (t, 3H, J=6.8 Hz). M-(LC/MS(ESI)): 450.2. HPLC 
(Condition A), Rt: 5.75 min (HPLC purity: 99.0 %). 

Pvam ple 354: rbisf4-oct-l-vnvlbenzvl')amino1foxo^acetic acid 

Step a) Formation ofethyI[bis(4-oct-l-ynylbenzyl)aTninoJ(oxo)acetate 

The same procedure as employed in the preparation of Example 226 (step c) but using 

ethyl[(4-bromobenzyl)(4-oct-l-ynylbenzyl)amino](oxo)acetate and 1-octyne gave the title 

compound as a pale yellow oU (32%). ^H NMR (CDCI3, 300 MHz) 5 7.38 (m, 4H), 7.16 (d, 

2H, J=8.3 Hz), 7.12 (d, 2H, J=^.9 Hz). 4.45 (s, 2H), 4.35 (q, 2H, J=7.2 Hz), 4.28 (s, 2H), 

2.42 (t, 4H, J=7.1 Hz), 1.62 (m, 4H), 1.47 (m, 4H), 1.33 (m, IIH), 0.92 (t, 6H, J=6.8 Hz). 

M*(LC/MS(ESI)): 514.0. HPLC (Condition A), Rt: 6.54 min (HPLC purity: 99.3 %). 
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St^ b) Formation of [bis(4-oct'l-ynylbenzyl)amino](oxo)acetic acid 
The same procedure as employed in the preparation of Example 1 (step e) but using 
ethyl[bis(4-oct-l-ynylbenzyl)amino](oxo)acetate gave the title compound as a yellow oil 
(94%). *H NMR (CDCI3, 300 MHz) S 7.39 (m, 4H), 7.14 (m, 4H), 4.93 (s, 2H), 4.52 (s, 
2H), 2.42 (t, 4H, J=7.0 Hz), 1.62 (m, 4H), L47 (m, 4H), 1.34 (m, 8H), 0.92 (t, 6H, J=6.8 
Hz). ]Vr(LC/MS(ESI)): 484.3. HPLC (Condition A), Rt: 6.04 min (HPLC purity: 98.7 %). 

Example 355: irf6-dodec-l-vnvlpvridin-3-vl^methvlir4-(trifluoromethvDbenzvl]- 
amino} (oxo'tacetic acid 

Step a) Formation of d-^oetec-l-ynylnicotinaldehyde 

A mixture of 6-bromonicotinaldehyde (500 mg, 2.69 mmol), 1-dodecyne (680 mg, 4.09 
mmol), triphenylphosphine (23 mg, 0.09 mmol), triethylamine (470 ml, 3.38 nomol) and 
bis(triphenylphosphine)palladium(II) chloride (94 mg, 0.13 mmol) in THF (10 mL) was 
stirred under argon at rt for 30 min. Copper(I) iodide (21 mg, 0.1 1 mmol) was added and 
the mixture was stirred for 21 hours at rt. The solvent was removed under reduced pressure. 
The residue was diluted with a saturated aqueous solution of NH4CI (20 mL) and extracted 
witii EtaO (50 ml + 2x20 mL). The combined organic layers were dried over MgS04 and 
the solvent was removed under reduce pressure. The residue was purified by flash 
chromatography (c-Hex/EtOAc 4/1) to give the title compound as yellow oil (218 mg, 
29 %). *HNMR (CDCI3, 300 MHz) 5 10.1 (s, IH), 9.00 (s, IH), 8.11 (d, IH, J=8.1 Hz), 
7.52 (d, IH, J=8.1 Hz), 2.49 (t, 2H, J=7.1 Hz), 1.67 (m, 2H), 1.47 (m, 2H), 1.28 (m, 12H), 
0.89 (t, 3H, J=6.8 Hz). MXLC/MS(ESI)): 270.3; ]VI^(LC/MS(ESI)): 272.4. HPLC 
(Condition A), Rt: 5.23 min (HPLC purity: 98.3 %). 

Step b) Formation ofN'[(6'dodec-l-ynylpyridin'3-yl)methyl]'N-[4-(^ 
benzyljamine 

The same procedure as employed in the preparation of Example 226 (step a) but using 6- 
dodec-l-ynylnicotinaldehyde gave the titie compound as a pale yellow solid (54%). 
Mr^(LC/MS(ESI)): 431.4. HPLC (Condition A), Rt: 4.47 min (HPLC purity: 98.8 %). 



wo 03/064376 



PCT/EP03/00808 



-244- 



Step c) Formation of ethyl{[(6-dodeC'l'ynylpyridin-3-yl)methyl][4'(triJlu^^^ 
benzyl] amino}(oxo)acetate 

The same procedure as employed in the preparation of Example IS (step b) but using N- 
[(6-dodec-l-ynylpyridin-3-yl)methyl]-N-[4-(trifluoromethyl)benzyl]ai^ gave the title 
compound as a colorless oil (93%). NMR (CDQa, 300 MHz) 8 8.38 (d, 0,5H, J=2.0 
Hz), 8.34 (d, 0.5H, J=2.0 Hz), 7.64 (m, 2.5H), 7.56 (dd, 0.5H, J=7.9, 2.0 Hz), 7.41-7.31 (m, 
3H), 4.54 (s, IH), 4.49 (s, IH), 4.42-4.32 (m, 4H), 2.46 (m, 2H), 1.65 (m, 2H), 1.46 (m, 
2H), 1.39-1.28 (m, 15H), 0.89 (t, 3H, J=6.8 Hz). M-(LC/MS(ESI)): 529.3; 
M*"(LaMS(ESI)): 53 1.4. HPLC (Condition A), Rt: 5.60 min (HPLC purity: 100 %). 

Step d) Formation of {[(6'dodeC'l'ynylpyridin'3-yl)methyIJ[4'(trifluorpmethyI)be 
amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using 
ethyl{[(6-dodec-l-ynylpyridin-3-yl)metiiyl][4-(trifluoromethyl)benzyl]amino}(oxo)acete^ 
gave the tifle compound as a white foam (90%). ^H NMR (CDCI3, 300 MHz) 8 8.65 (s, 
0.5H), 8.58 (s, 0.5H), 7.84 (d, 0.5H, J=8.3 Hz), 7.69 (d, 0.5H, J=8.2 Hz), 7.58 (m, 2H), 7.45 
(m, 2H), 7.35 (d, IH, J=7.9 Hz), 5.38 (br s, IH), 4.72 (s, IH), 4.70 (s, IH), 4.60 (s, IH), 
4.50 (s, IH), 2.45 (t, 2H, J=7.0 Hz), 1.63 (m, 2H), 1.42 (m, 2H), 1.27 (br s, 12H), 0.88 (t, 
3H, J=6.6 Hz). M"(LC/MS(ESI)): 501.2; M^(LC/MS(ESI)): 503.0. HPLC (Condition A), 
Rt: 4.76 min (HPLC purity: 99.5 %). 

Example 356: {f3-dodec-l-vnvlbenzvDr4-ftrifluoromethvl')benzvl1aminoKoxo'>acetic acid 
Step a) Formation of S-dodec-l-ynylbenzaldehyde 

The same procedure as employed in the preparation of Example 226 (step c) but using 3- 
bromobenzaldehyde gave the title compound (59%). 

Step b) Formation of N'(3-dodeC'l-ynylbenzyiyN-[4-(trifluoromethyl)benzyl] amine 
The same procedure as employed in the preparation of Example 226 (step a) but using 3- 
dodec-l-ynylbenzaldehyde and 4-(tri£luoromethyl)benzylamine gave the title compound 
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(37%). M**(LC/MS(ESI)): 430.5. HPLC (Condition A), Rt: 4.82 min (HPLC purity: 94.7 
%). 

Step c) Formation of eihyl{(3'dodec-l-ynylbenzyl)f4-(Mfltwromethyl)ben2ylJam 
(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-(3- 
dodec-l-ynylbenzyl)-N-[4-(trifluoromethyl)benzyl]amine gave the title compoimd (99%). 
HPLC (Condition A), Rt: 6.48 min (HPLC purity: 100 %). 

Step d) Formation of {(3'dodeC'l-ynylbenzyl)[4-(trifluoromethyl)bemylJamino}(^^ 
acid 

The same procedure as employed in the preparation of Example 1 (step e) but using 
ethyl{(3-dodec-l-ynylbenzyl)[4-(trifluoromefhyl)benzyl]amino}(oxo)acetate gave the titie 
compound as a coloriess oil (95%). ^H NMR (CD3OD, 300 MHz) 5 7.71-7.61 (m, 2H), 
7.52 (d, IH, J=7.9 Hz), 7.41 (d, IH, J=83Hz), 7.34-7.14 (m, 4H), 4.62 (m, 2H), 4.54 (m, 
2H), 2.45 (t, 2H, J= 6.8 Hz), 1.70-1.58 (m, 2H), 1.57-1.46 (m, 2H), L45-1.28 (m, 12H), 
0.92 (m, 3H). M'(LC/MS(ESI)): 500.4. HPLC (Condition A), Rt: 5.94 min (HPLC purity: 
98.4 %). 

Example 357: jr2-(2-fluorophenvnethvlir4-f3-undecvl"L2.4-oxadiazol-5-vDbenzvll- 
amino) rQxo'>acetic acid 

Step a) Formation ofN'[2'(2-fluorophenyl)ethyl]-N-[4-(3-undecyl'l,2,4'Oxadiazol-S' 
yl)benzyl] amine 

To a solution of 4-(3-imdecyl-l,2,4-oxadiazol-5-yl)benzaldehyde (32.8 mg, 0.1 mmol) in 
anhydrous THF (0.6 mL) was added the 2-(2-fluorophenyl)ethylamine (11.8 mg, 0.1 mmol) 
andTi(iPrO)4 (0.035 mL, 0.12 mmol). The mixture was stirred for 3 h at 60°C then sodium 
triacetoxyborohydride (53 mg, 0.25 mmol) was added and the reaction mixture was stirred 
ovemight at rt. THF (0.75 mL) was added followed by the PS-DEAM resin (Argonaut, 148 
mg, 1.68 mmol/g), and the reaction mixture was stirred at rt ovemight. The reaction 
mixture was filtered and the filtrates were eluted through a SCX column (Isolute, 1 g) with 
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DCM (6 mL), then NH3 (2M in MeOH, 4 mL). The desired fractions (TLC monitoring) 
were concentrated under vacuum to give the title product 

Step b) Formation of ethyl ([2'(2-fluorophenyl)ethyl][4'(3-undecyUl,2A-oM 
yl)benzyl]amino}(oxo)acetate 

To a solution of N-[2-(2-fluorophenyl)ethyl]-N-[4-(3-undecyl-l,2,4-oxadiazol-5- 
yl)benzyl]amine (45.1 mg, 0.1 nmiol) in anhydrous DCM (0.6 mL) was added the 
morpholinomethyl polystyrene resin (Novabiochem, HL, 39,5 mg, 0.15 mmol, 3.8 mmol/g) 
and the resulting mixture was cooled at 0°C. Ethyloxalyl chloride (4.7 mg, 0.13 mmol) in 
anhydrous DCM (0.4 mL) was added. The reaction mixture was stirred for 2 h at rt, then 
flie PL-AMS-Resin (Polymer Laboratories, 52 mg, 0.1 mmol, 1.93 mmol/g) was added and 
flie mixture stirred for 1.5 h. The resins were filtered off, washed with DCM, and the 
filtrates were concentrated under vacuum to afford the title compound as an oil. 

Step c) Formation of {[2-(2-fluorophenyl)ethyl][4''(3'Undecyl''l,2,4-oxadiazoU5- 
yl)benzyl]amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{[2-(2-fluorophenyl)ethyl] [4-(3 -imdecyl- 1 ,2,4-oxadiazol-5-yl)benzyl]amino} (oxo)acetate 
gave the title compoimd as a colorless oil (26% (overall yield from step a)). M* 
(LC/MS(ESI)): 522.3. HPLC (Condition A), Rt: 5.76 min (HPLC purity: 98.9 %). 

Example 358: ir2-(2-fluorophenvnethvlir3-(3~undecvl-L2.4-oxadiazol-5- 
yDbenzvllaminoKoxo'^acetic acid 

Step a) Formation ofN-[2'(2'fluorophenyl)ethyl]''N'[3'(3-undecyl-l,2,4-oxadiazol-'5' 
yl)benzyl] amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 3-(3- 
undecyH,2,4-oxadiazol-5-yl)ben2aldehyde and 2-(2-fluorophenyl)ethylamine gave the title 
compound as an oil. 
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Step b) Formation of ethyl {[2'(2'fluorophenyl)ethyl][3-(3'Undecyl-lX4-oxadi^^ 
yl)benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
[2-(2-fluorophenyl)ethyl]-N-[3-(3"undecyl-l,2,4-oxadiazol-5-y^^ gave the title 

compound as an oil. M^(LC/MS(ESI)): 552.5. HPLC (Condition A), Rt: 6.31 min (HPLC 
purity: 91.2 %). 

Step c) Formation of {[2'(2-fluorophenyl)ethyl][3-(3'UndecyUlX4^^ 
yl)benzyl]amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{[2<2-fluorophenyl)ethyl][3-(3-undecyl-l,2,4.oxadia2ol-5-yl)benzyl]ra 
gave the title compound as a yellow oil (24% (overall yield firom step a)). M" 
(LC/MS(ESI)): 522.4; ]Vr(LC/MS(ESI)): 524,2. HPLC (Condition A), Rt: 5.76 min (HPLC 
purity: 98.5 %). 

Example 359: ir2-r2-fluorophenvne thvlir4-f3-octvl-1.2.4-Qxadiazol-5-vnbenzvl] ^^ 
foxo^acetic acid 

Step a) Formation ofN'[2-(2'fluorophenyl)ethyl]-N-[4-(3'Octyl-lX4^^ 
yl)benzylj amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 4-(3- 
octyH,2,4-oxadiazol-5-yl)benzaldehyde and 2-(2-fluorophenyl)ethylamine gave the title 
compound as an oil. 

Step b) Formation of ethyl {[2-(2'fluorophenyl)ethyl][4-(3-octyUiaA'OxadiazoU5- 
yl)benzyl] amino} (oxo)acetate 

The same procedure as employed m the preparation of Example 357 (step b) but using N- 
[2K2-fluorophenyl)ethyl]-N-[4<3-octyl-l,2,4-oxadiazol-5-yl)^^^ gave the title 

compoimd as an oil. 
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Step c) Formation of {[2-(2-fluorophenyl)ethyl][4-(3'OCtyUl,2J'Oxad^ 
yl)benzyl]afnino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 

{[2-(2-fluorophenyl)ethyl][4-(3-octyl-l,2,4-oxadiazol-5-yl)ber^^ 

gave the title compound as a yellow oil (29% (overall yield fiom step a)). M" 

(LC/MS(ESI)): 480,2. HPLC (Condition A), Rt 5.21 mm (HPLC purity: 98.4 %), 

Example 360: ir2*f3.4-dichlorophenvnethvlir4^3-n ndecvl-1.2.4>oxadiazol>S-^^^ 
amino) foxo)acetic acid 

Step a) Formation ofN'[2-(3J-dichlorophenyl)ethyl]-N'[4-(3-undecyl-^ 
yl)benzyl] amine 

The same procedure as employed in flie preparation of Example 357 (step a) but using 4-(3. 
undecyH^,4-oxadiazol-5-yl)benzaldehyde and 2-(3,4-dichlorophenyl)ethylamine gave the 
title compound as an oil. 

Step b) Formation of ethyl {[2-(3A'dichlorophenyl)ethyl][4-(3'UndecyUlX4-oxadia^^ 
yl)benzyl]amino}(oxo)acetate 

The same procedure as employed in tiie preparation of Example 357 (step b) but using N- 
[2-(3,4-dichlorophenyl)ethyl]-N-[4-(3-undecyl-l,2,4-oxadiazol-5-yl)be^ gave the 

title compound as an oil. 

St^ c) Formation of {[2-(3,4'dichlorophenyl)ethylJ[4-(3-undecyl-l,2,4'Oxadiazol-5- 
yl)benzyl]amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{[2-(3,4-dichlorophenyl)ethyl][4-(3-undecyl-l,2,4-oxadiazol-5- 

yl)benzyl]amino}(oxo)acetate gave flie title compound as a yellow oil (23% (overall yield ^ 
from step a)). ]Wr(LC/MS(ESI)): 572.2. HPLC (Condition A), Rt: 6.04 min (HPLC purity: 
99.2 %). 
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Example 361: /r2-f3>4-dicMorophenvnethvl1f3-f3-undecvl-L2.4-oxadiazol>5-vn^ 
amino) foxo'^acetic acid 

Step a) Formation ofN-[2'(3,4'dichlorophenyl)ethyl]-N-[3-(3-und^ 
yl)benzyl] amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 3.(3- 
undecyH,2,4-oxadiazol-5-yl)benzaldehyde and 2-(3,4-dichlorophenyl)ethylamine gave the 
title compound as an oil. 

Step b) Formation of ethyl {[2'(3J'dichlorophenyl)ethyl][3-(3-undecyl-l,2J'^xadiaz^ 
yl)benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
[2-(3 A<McWorophenyl)ethyl]-N-[3<3-undecyl-l,2,4-oxadiazol.5-yl)ben^ gave flie 

title compound as an oil. 

Step c) Formation of {[2'(3A'dichlorophenyl)ethyl][3-(3-undecyUl,2A''OxadiazoU5- 
yl)benzyl] amino} (oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{[2-(3,4-dicblorophenyl)ethyl] [3-(3-undecyl- 1 ^,4-oxadiazol-5- 
yl)benzyl]amino}(oxo)acetate gave the tide compound as a colorless oil (1 8% (overall 
yield from step a)). M-(LC/MS(ESI)): 572.3; ]Vr(LC/MS(ESI)): 574.0. HPLC (Condition 
A), Rt: 6.04 min (HPLC purity: 97.9 %). 

Example 362: ir2-r3,4>dichloroDhenvnethvnr4-f3-octvl-L 2,4-Qxadia7: ol-5'-vnbenzvl]- 
aminolfoxo^acetic acid 

Step a) Formation ofN'[2-(3A'dichlorophenyl)ethyl]-N'[4-(3-octyUl,2,4-ox 
yl)benzyl] amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 4-(3- 
octyH^,4-oxadiazol-5-yl)benzaldehyde and 2-(3,4-dichlorophenyl)ethylamine gave the 
title compound as an oil. 
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St^ b) Formation of ethyl {[2-(3,4'4ichlorophenyl)ethyl][4-(3-octyl'l,^^^ 
yl)benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
[2-(3,4-dicMorophenyl)e1hyl]-N-[4-(3-octyl-l,2,4-oxadiazol-5-yl)benzy^^ gave the 
5 title compound as an oil. M^CLCTMSCESIO)- 558.5; M^(LC/MS(ESI)): 560.1. HPLC 
(Condition A), Rt: 6.07 min (HPLC purity: 78.5 %). 

Step c) Formation of {[2-(3,4-dichlorophenyl)ethyl][4'(3-octyl-l,2,4'Oxadiazol-5'' 
yl)benzyl]amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
10 {[2-(3,4-dicUorophenyl)ethyl][4-(3-octyl-l,2,4-oxadiazol-5-yl)benzyl]animo^ 
gave the titie conq)ound as a yellow oil (14% (overall yield fiom step a)). NT 
(LC/MS(ESI)): 532.0. HPLC (Condition A), Rt: 5.52 min (HPLC purity: 89.6 %). 

Example 363: ir2-rLr-biphenvM-vnethvnr4-(3-undecvM.2.4-oxadiazol-5- 
yl>benzvnamino>foxo'>acetic acid 
15 Step a) Formation ofN'[2-(l,l''biphenyl'4'yl)ethylJ-'N-f4-(3'Undecyl'l,2,4'Oxadiazol''5- 
yljbenzylj amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 4-(3- 
undecyl-l,2,4-oxadiazol-5-yl)benzaldehyde and 2-(l,r-biphenyl-4-yl)ethylamine gave the 
title compoimd as an oil. 

20 Step b) Formation of ethyl {[2'(l,r-biphenyl-4'yl)ethyl][4-(3'Undecyl-l,2,4'Oxadiazol-5'' 
yl)benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
[2-(l, r-biphenyl-4-yl)ethyl]-N-[4-(3-undecyl- 1 ,2,4-oxadiazol-5-yl)benzyl]amine gave the 
titie compound as an oil. M*'(LC/MS(ESI)): 610.3. HPLC (Condition A), Rt: 6.60 min 
25 (HPLC purity: 77.8%). 



■t 
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Step c) Formation of{[2-(U'-biphenyl-4-yl)ethyl][4-(3'Undecyl-lX4-oxadiazol-^^ 
yl)benzyl]anUno}(oxo)acetic add 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{[2-(l,l'-biphenyl-4-yl)ethyl][4-(3-undecyl-l,2,4-oxadiazol-5- 

yl)benzyl]amino}(oxo)acetate gave the title compound as a yellow oil (4% (overall yield 
from step a)). M-(LC/MSCESI)): 580.3. HPLC (Condition A). Rt: 6.10 min (HPLC purity. 
95.3 %). 

R^am ple 364- (p.-CI ■r-bipTienvl-4-vnetb vnr3-(3-undecvl-L2.4-oxadiazol-5-yl)benzYn- 
aTnino}( n-icn)acetic acid 

St^ a) Formation ofN-[2-(U'-bipkenyl-4-yl)ethyl]-N-[3-(3-undecyl^^ 
yl)benzyl] amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 3-(3- 
undecyl-1^.4-oxadiazol-5-yl)benzaldehyde and 2-(l,l'-biphenyl-4-yl)ethylamine gave the 

title conq)ound as an oil. 

Step b) Formation of ethyl {[2-(l.r-biphenyl-4-yl)ethyl][3-(3-undecyl-1.2.4-oxadiazol-5- 
yl)benzyljamino}(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
[2-(l,l'-biphenyl-4-yl)ethyl]-N-[3-(3-undecyl-l^,4-oxadiazol-5-yl)benzyl]amine gave the 

title compound as an oil. 

Step c) Formation of{[2-(l,r-biphenyI-4-yl)ethylJ[3-(3-undecyl-l,2.4-oxadiazol-5- 
yl)benzylJamino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{[2-(i,l'-biphenyl-4-yl)ethyl][3-(3-undecyl-l^,4-oxadiazol-5- 

yl)benzyl]amino}(oxo)acetate gave the title compound as a colorless oil (24% (overall 
yield from step a)). M-(LC/MS(ESI)): 580.1; l^(LCyMS(ESI)): 582.3. HPLC (Condition 
A), Rt: 6.10 min (HPLC purity: 97.8 %). 
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Ricam ple 365: {r2-fl.l'-biphenvl-4-vnethvlir4-f3-ocWl-l>2>4-oxa diazol-5-^^^ 
amino} foxoWetic acid 

Si^ a) Formation ofN-f2-(lJ''biphenyl'4-yl)ethylJ-N-f4'(3'OC^^ 
yl)benzyl] amine 

The same procedure as employed in tiie preparation of Example 357 (step a) but using 4-(3- 
octyl-l^,4-oxadiazol-5-yl)benzaldehyde and 2-(l,r-biphenyM-yl)ethylamine gave the 
title compound as an oil. 

Step b) Formation of ethyl {[2'(lJ'-biphenyl-4'yl)ethyl][4-(3-octyl-lJ,4-om^ 
yl)benzyl]amino}(oxo)acetate 

The same procedure as employed in the jnreparation of Example 357 (step b) but using N- 
[2-(l,l -biphenyl-4-yl)ethyl]-N-[4-(3-octyl-i;2,4-oxadiazol-5-yl)benzyl^ gave the title 

compound as an oil. 

Step c) Formation of{[2-(lJ''biphenyl-4'yl)ethyl][4-(3'Octyl-lX4'Oxadiazol-^^ 
yl)benzyl]amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{[2-(l,r-biphenyl-4-yl)ethyl][4-(3-octyl-l,2,4-oxadiazol-5-yl)benzyl]amm^ 
gave the title compound as a colorless oil (13% (overall yield from step a)). M' 
(LC/MS(ESI)): 538.3. HPLC (Condition A), Rt: 5.63 mm (HPLC purity: 97.8 %). 

Example 366: oxol5.6.7.8-tetrahvdronaphthalen-l-vir4-r3-undecvl-L2>4-oxadia2ol-'5- 
ynbenzvllaminol acetic acid 

St^ a) Formation ofN-5,6,7fS-tetrahydronaphthalen-l-yl'N'[4'(3-undecyl'-J,2,4- 
oxadiazoU5-yl)benzyl] amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 4-(3- 
undecyl-l^,4-oxadiazol-5-yl)benzaldehyde and 5,6,7,8-tetrahydronaphthalen-l-ylamine 
gave the title compound as an oil. M^(LC/MS(ESr)): 460.4. HPLC (Condition A), Rt: 6.36 
min (HPLC purity: 73.3 %). 
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St^ b) Formation of ethyl oxo{5,6.7.8-tetrahydronqphthalen-l-yl[4-(3-undecyl-l,2,4- 
oxadicaol-5-yl)berayl]amino}acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
5,6J,8-tetrahydionaphthalen-l-yl-^N-[4-(3-undecyl-l,2,4K)xadiazol-5-yl)benzyl]a«iinegave 

the title conq)Ound as an oil. 

Stqp c) Formation cfoxo{5A7.8-tetrahydronaplithalen-l-yl[4-(3-undecyl-l,2.4-oxadiazol- 
5-yl)benzyl]amino}acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
oxo{5,6,7,8-tetrahydronaphthalen-l-yl[4-(3-undecyl-l,2,4-oxadiazol-5- 
yl)benz3d]aniino}acetate gave the title compound as a white powder (23% (overall yield 
from step a)). M-(LC/MS(ESI)): 530.3. HPLC (Condition A), Rt: 5.95 min (HPLC purity: 
94.7 %). 

Rxam ple 367; oxol5.6.7-«-tetrahvdroTiaphthalen-l -vir3-f3-undecvl-1.2.4-oxadiazol-5- 
yT^benzvllaminol acetic acid 

Step a) Formation ofN-5,6J,8-tetraJiydronaphthalen-l-yl-N-[3-(3-undecyl-1.2.4-oxa- 
diazol-5-yl)benzyl] amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 3-(3- 
undecyl-l,2,4-oxadiazol-5-yl)benzaldehyde and 5,6,7,8-tetrahydronaphthalen-l-ylamine 
gave the title compound as an oU. M*^(LC/MS(ESI)): 460.4. HPLC (Condition A), Rt: 6.32 
min (HPLC purity: 68.9 %). 

Step b) Formation of ethyl oxo{5,6,7.8-tetrahydronaphthalen-l-yl[3-(3-tmdecyl-l,2.4-oxa- 
diazol-5-yl)benzyl]amino}acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
5,6,7,8-tetrahydronaphthalen-l-yl-N-[3-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl]aminegave 
the title compound as an oil. M*'(LC/MS(ESI)): 560.4. HPLC (Condition A), Rt: 6.52 min 
(HPLC purity: 73.3 %). 
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Step c) Formation of oxo{5,6,7,8-tetrahydronaphthal€n-l-yl[3-(3'Unde<yl'l,2,4-^ 
5-yl)benzyl]amino}acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
oxo{5,6,7,8-tetrahydronaphthalen-l-yl[3-(3-undecyH,2,+-oxadiazol-5- 
yl)benzyI]amino} acetate gave the title compound as a yellow solid (7% (overall yield from 
step a)). M"(LCyMS(ESI)): 530,2; M^(LCyMS(ESI)): 532.3. HPLC (Condition A), Rt: 5.94 
min (HPLC pupty: 90.3 %). 

Ruram ple 368: rr4-(3-octvl"L2.4-oxadiazol"5"vDbenzvnf5,6>7.8-tetrahvdronaphthalen"l- 
vDaminolfoxo^acetic acid 

Step a) Formation ofN'5,6J,8-tetrahydronaphthalen'l'yl'N-[4-(3'OCtyl-l,2,4'Oxadiazo 
yl)benzyl] amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 4-(3- 
octyl-l,2,4-oxadiazol-5-yl)benzaldehyde and 5,6,7,8-tetrahydronaphthalen-l-ylamine gave 
the title compound as an oil. m:^(LC/MS(ESI)): 418.4. HPLC (Condition A), Rt: 5.83 min 
(HPLC purity: 82.3 %). 

St^ b) Formation of ethyl oxo{5,6, 7,8'tetrahydronaphthalen-l'yl[4-(3-octyl'l,2,4'' 
oxadiazoU5-yl)benzyl]amino}acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
5,6,7,8-tetrahydronaphthalen- 1 -yl-N-[4-(3-octyl-l 92,4-oxadiazol-5-yl)benzyl]amine gave 
the title compound as an oil. 

Step c) Formation of [[4''(3'OCtyl'l,2,4-oxadiazoU5-yl)benzyl](5,6, 7,8- 
tetrahydronaphthalen-l'ylJaminoJCoxoJacetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 

oxo{5,6,7,8-tetrahydronaphfhalen-l-yl[4-(3-octyl-l,2,4-oxadiazol-5- 

yl)benzyl]amino} acetate gave the title compound as a white solid (1 1% (overall yield from 

step a)). M"(LC/MS(ESI)): 488.2. HPLC (Condition A), Rt: 5.43 min (HPLC purity: 95.6 

%). 
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Fxam ple 369: f(l.l'-biphenvl-3-vlmethvl¥4-f3-und ecvl-1^.4-oxadiazol-S- 
Yl)henzYl'|aTniTio}foxo'tocetic acid 

St^ a) Formation ofN-(lJ'-biphenyl-3-ylmethyl)-N-[4-(3-undecyl-1.2,4-^xadiazoU^^ 
yl)benzyl] amine 

The same procedure as employed in the pr^aiation of Example 357 (step a) but using 4-(3- 
undecyI-l^,4-oxadiazol-5-yl)benzaldehyde and l,r-biphenyl-3-ylmethylamine 
hydiobromide gave the title compound as an oil. M^CLC/MSCESI)): 496.5. HPLC 
(Condition A), Rt: 4.99 min (HPLC purity: 90.9 %). 

St^ b) Formation ofeihyl {(l.V-biphenyl-3-ylmethyl)[4-(3-undecyl-1.2,4-oxadiazol-5- 
yl)benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but ming N- 
(1, r-biphenyl-3-ylmethyl>N-[4-(3-undecyl-l ,2,4-oxadiazol-5-yl)beiizyl]amine gave the 
title compound as an oil. 1^(LC/MS(ESI)): 596.1. HPLC (Condition A), Rt 6.51 min 
(HPLC purity: 91.8 %). 

St^ c) Formation of{(l.r-biphenyl-3-ylmethyl)[4-(3-undecyl-l,2,4-oxadiazol-5- 
yl)benzyl]amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(l,l'-biphenyl-3-yhnethyl)[4-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl]amino}(oxo)acetate 
gave the title compound as a yellow oil (6% (overall yield from step a)). M*(LC/MS(ESI)): 
566.3. HPLC (Condition A), Rt 6.06 min (HPLC purity: 99.5 %). 

F.yam ple 370: ff l.l'-biphenvl-3-vlmethvnr3-(3-undecvl-1.2.4 -oxadiazol-5- 
ynbenzvllamino>(oxo">acetic acid 

Step a) Formation ofN-(U'-biphenyl-3-ylmethyl)-N-[3-(3-widecyl-l,2,4-oxadiazol-5- 
yl)bemyl] amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 3-(3- 
undecyl-i;2,4-oxadiazol-5-yl)benzaldehyde and l,l'-biphenyl-3-ylmethylamine 
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hydrobromide gave the title compound as an oil. ]Vr**(LC/MS(ESI)): 496.5. HPLC 
(Condition A), Rt: 4.99 min (HPLC purity: 87.7 %). 

Step b) Formation of ethyl {(lJ'-biphenyl'3-ylmethyl)[3-(3-undecyUl,2,4-oxadi^ 
yl)benzyl] amino} (oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
(1 J'-biphenylO-ylmethyl)-N-[3-(3-undecyl«l,2,4-oxadia2ol-5-yl)benzyl]ani^ gave the 
title conqpound as an oil. 

Step c) Formation of{(lJ'-biphenyl'3-ylmethyl)[3-(3'UndecyUl,2,4'^xadiazol-5- 
yljbenzylj amino} (oxojacetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(14 -biphenyl-3-ylmethyl)[3-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl]amino}(oxo)aceta^ 
gave the title compound as a yellow oil (17% (overall yield from step a)). M" 
(LC/MS(ESI)): 566.1; M^(LC/MS(ESI)): 568.2. HPLC (Condition A), Rt: 5.99 min (HPLC 
purity: 94.5 %). 

Exam ple 371: lfLl'-biphenvl-3-vhnethvnr4-f3-o ctvl-1.2.4-oxadiazol>S-vnbenzvlV 
amino Koxo'^acetic acid 

Step a) Formation ofN-(lJ'-biphenyU3'ylmethyiyN-[4'(3-octyUl,2A-oxad 
yljbenzylj amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 4-(3- 
octyl-l,2,4-oxadiazol-5-yl)benzaldehyde and l,r-biphenyl-3-ylmethylaminehydrobromide 
gave the title compound as an oil. 
M:'(LC/MS(ESI)): 454.6 

HPLC (Condition A), Rt: 4.52 min (HPLC purity: 81 %)• 

Step b) Formation of ethyl {(lJ'''biphenyl-3'ylmethyl)f4-(3-octyl-l,2,4-oxadiazol'5- 
yl)benzyl] amino} (oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
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(1 J-biphenyl-3-ylmethyl)-N-[4-(3-octyl-l^,4-oxadia2X)l-5-yl)beii^ gave the title 

compound as an oil. 

Step c) Formation of {(1,1 '-biphenyl-3-'ylmethyl)[4-(3-octyUl,2,4-oxadiazol'5' 
yljbenzylj amino} (oxojacetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(1 , 1 -biphenyl-3-ylmethyl)[4-(3-octyl- 1 ,2,4-oxadiazol-'5-yl)benzyl]amuio} (oxo)acetate 
gave flie title compound as a colorless oil (4% (overall yield j&om step a)). M" 
(LC/MS(ESI)): 524.2. HPLC (Condition A), Rt: 5.51 min (HPLC purity: 90.8 %). 

Example 372: f ( l-benzothien-3-vlmethvnf4-f3-undecvl-l.2.4-oxadiazol-5-vnbenzvl1- 
amino>foxo'>acetic acid 

Step a) Formation ofN-(l-benzothien-3-yImethyl)''N-[4'(3-undecyI-l,2,4-oxadiazol'5'' 
yl)benzyl] amine 

The same procediure as employed in the preparation of Example 357 (step a) but using 4-(3 
imdecyH,2,4-oxadiazol-5-yl)benzaldehyde and l-benzothien-3-ylmethylamine gave the 
title compound as an oil. M^(LC/MS(ESI)): 476.4. HPLC (Condition A), Rt: 4.82 min 
(HPLC purity: 77.5%). 

Step b) Formation of ethyl {(l'benzothien-3'yImethyl)[4-(3'Undecyl-l,2,4-oxadiazol'5'yl)- 
benzyl] amino} (oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
(l-benzothien-3-ylmethyl)-N-[4-(3-undecyH,2,4-oxadiazol-5-yl)benzyl]amine gave the 
title compound as an oil. 

Step c) Formation of {(l-benzothien'3-ylmethyl)f4'(3-undecyl-l,2,4'Oxadiazoi-5'yl)' 
benzyl] amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(l-benzothien-3-ylmethyl)[4-(3-imdecyl-l,2,4-oxadiazol-5-yl)benzyl]amino}(oxo)acetate 
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gave the title compound as a colorless oil (15% (overall yield from step a)). M" 
(LC/MS(ESI)): 546.2. HPLC (Condition A), Rt: 5.88 min (HPLC purity: 98.3 %). 

Example 373: ((l-benzothien-3-vlmethvnr3-f3-undecvl-L2,4-oxadiazol-5-vl^benzvlV 
aminoUoxo'tacetic acid 

Step a) Formation ofN-(l'benzothien-3-ylmethyl)'N'[3-(3'Unde<yUl,2A'Oxadic^ 
yljbenzylj amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 3-(3- 
undecyl-l,2,4-oxadiazol-5-yl)benzaldehyde and l-benzothien-3-ylmethylamine gave the 
title compound as an oil. M^(LC/MS(ESI)): 476.3. HPLC (Condition A), Rt: 4.79 min 
(HPLC purity: 86.7 %). 

Step b) Formation of ethyl {(l''benzothien-3-ylmethyl)[3-(3'Undecyl'l,2,4'OxadiazoU5- 
yl)benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
(l-benzothien-3-ylmethyl)-N-[3-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl]amine gave the 
title compound as an oil. M^(LC/MS(ESI)): 576.7. HPLC (Condition A), Rt: 637 min 
(HPLC purity: 87.9 %). 

Step c) Formation of {(l'benzothien-3-ylmethyI)[3'(3-undecyl'J,2,4'Oxadiazol-5-yl)- 
benzyl] amino} (oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(l-benzothien-3-ylmethyl)[3-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl]amino}(oxo)acetate 
gave the title compound as a colorless oil (23% (overall yield from step a)). M" 
(LC/MS(ESr)): 546.1. HPLC (Condition A), Rt: 5.84 min (HPLC purity: 98.0 %). 

Example 374: ((l-benzotMen"3"VlmethvDr4-f3-octvl-l,2,4-oxadiazol-5>vnbenzvl1amino>- 

(oxo'tacetic acid 

Step a) Formation ofN'(l-beftzothien'3'ylmethyl)-N'[4-(3-octyl'l,2,4'Oxadiazol-5'yl)- 
benzyljamine 
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The same procedure as employed in the preparation of Example 357 (step a) but using 4-(3- 
octyl-l,2,4-oxadiazol-5-yI)benzaldehyde and l-benzothien-3-ylmethylamine gave tiie title 
compound as an oil. M^(LC/MS(ESI)): 434.3. HPLC (Condition A), Rt: 4.30 min (HPLC 
purity: 89.9 %). 

Step b) Formation of ethyl {(l-benzothien-3-ylmethyl)[4-(3-octyl''l,2,4-oxadiazoU5-yl)'' 
benzyl] amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
(l-benzothien-3-ylmethyl)-N-[4-(3-octyl-l,2,4-oxadiazol-5-yl)benzyl]amine gave the title 
compound as an oil. 

Step c) Formation of {(l-benzothien'3-ylmethyl)[4'(3'Octyl-l,2,4'Oxadiazol-5-yl)benzyl]- 
amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(l-benzothien-3-ylmethyl)[4-(3-octyl-l,2,4-oxadiazol-5-yl)benzyl]amino}(oxo)acetate 
gave the title compound as a yellow oil (9% (overall yield from step a)). MXLC/MS(ESI)): 
504.1. HPLC (Condition A), Rt: 5.34 min (HPLC purity: 88.7 %). 

Example 375: oxoir2-ftrifluoromethvDben2rvlir4-f3--undecvl"L2,4-oxadiazol-S-vnbenzvl1- 

aminol acetic acid 

jS/ep a) Formation ofN-[2'(trifluoromethyl)benzyl]-N'[4-(3'Undecyl'l,2,4-oxadiazoU5- 
yl)benzyl] amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 4-(3- 
undecyl-l,2,4-oxadiazol-5-yl)benzaldehyde and 2-(trifluoromethyl)benzylamine gave the 
title compound as an oil. M^(LC/MS(ESI)): 488.5. HPLC (Condition A), Rt: 4.78 min 
(HPLC purity: 95.4 %). 

Step b) Formation of ethyl oxo{[2-(trifluoromethyl)benzyl][4-(3''Undecyl-l,2A'OxadiazoU5- 
yljbenzyljaminojacetate » 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
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[2-(trifluoiomethyl)benzyl]-N-[4<3-imdecyl-l,2,4K>xadiazol-5-yl)be^ gave the 

title compound as an oil. 

Step c) Formation ofoxo{[2-(trifluoromethyl)benzyl][4-(3-undecyl-l,2,4-oxadiazol-5-yl)- 
benzyl]amino}acetic acid 

The same procediire as employed in the preparation of Example 1 (step e) but using ethyl 
oxo{[2-(trifluoromethyl)benzyl][4-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl]amino}acetate 
gave the title compound as a colorless oil (38% (overall yield from step a)). M" 
(LC/MS(ESI)): 558.1. HPLC (Condition A), Rt: 5.94 min (HPLC purity: 98.7 %). 

F.xample 376: oxof r2-(trifluoromethvnben2vnr3-( 3-undecvl-1.2.4-oxadiazol-5- 
yl^benzvl")aminol acetic acid 

Step a) Formation ofN'[2-(trifluoromethyl)benzyl]-N-[3-(3-undecyl-l,2,4-oxadiazol-5- 
yljbenzylj amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 3-(3- 
undecyl-l,2,4-oxadiazol-5-yl)benzaldehyde and 2-(trifluoromethyl)benzylamine gave the 
title compound as an oil. M*(LCyMS(ESI)): 488.4. HPLC (Condition A), Rt: 4.78 min 
(HPLC purity: 95.4 %). 

Step b) Formation of ethyl oxo{[2-(trifluoromethyl)benzyl] [3-(3-undecyl-l,2,4-oxadiazol-5- 
yl)benzyl]amino}acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
[2-(trifluoromethyl)benzyl]-N-[3-(3-undecyl-l^,4-oxadiazol-5-yl)benzyl]amine gave the 

title compoimd as an oil. 

Step c) Formation ofoxo{[2-(trifluoromethyl)benzylJ[3-(3-undecyl-l,2.4-oxadiazol-5- 
yl)benzyl] aminojacetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
oxo {[2-(trifluoromethyl)benzyl][3-(3-undecyl- 1 ,2,4-oxadia2ol-5-yl)benzyl]amino} acetate 
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gave the title compound as a colorless oil (13% (overall yield from step a)). M" 
(LC/MS(ESI)): 558.2. HPLC (Condition A), Rt: 5.87 min (HPLC purity: 97.8 %). 

Example 377: ir4-f3-octvl-1^.4-oxadiazol-5-vnbenzvlir2-ftrifluorome thvnbenzvl1aminoV- 
foxo^acetic acid 

St^ a) Formation ofN-[2-(trifluoromethyl)benzyl]-N-[4-(3-octyl-l,2,4-oxadiazol-5- 
yl)benzylj amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 4-(3- 
octyl-l,2,4-oxadiazol-5-yl)benzaldehyde and 2-(trifluoromethyl)benzylamine gave the title 
compound as an ofl. M*'(LaMS(ESI)): 446.4. HPLC (Condition A), Rt: 4.23 min (HPLC 
purity: 96.5 %). 

Step b) Formation of ethyl oxo{[2-(tnfluoromethyl)ben2ylJ[4-(3-octyl-J,2,4-oxadiazol-5- 
yl)benzyl]amino}acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
[2-(trifluoromethyl)benzyl]-N-[4-(3-octyl-l,2,4-oxadiazol-5-yl)benzyl]amine gave the title 
compound as an oil. M-(LC/MS(ESI)): 544.2; yt (LOUSIEST)): 546.1. HPLC (Condition 
A), Rt: 5.95 min (HPLC purity: 92.7 %). 

Step c) Formation of{[4-(3-octyl-1.2,4-oxadiazol-5-yl)benzyl][2- 
(trifluoromethyl)benzylJ amino} (oxojacetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
oxo{[2-(trifluoromethyl)benzyl][4-(3-octyl-l,2,4-oxadiazol-5-yl)benzyl]amino}acetate 
gave the title compound as a colorless oil (18% (overall yield from step a)). M" 
(LC/MS(ESI)): 516.2. HPLC (Condition A), Rt: 5.35 min (HPLC purity: 99.0 %). 

P.vatn ple 378 : oxo I r3-ftrifluoromefr yl^benzvll r4-f 3-undecvl-l ■2.4-oxadiazol-5- 
Yl)benzvl1amino> acetic acid 

Step a) Formation ofN-[3-(trifluoromethyl)benzyl]-N-[4-(3-undecyl-l,2.4-oxadiazol-5- 
yljbenzylj amine 
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The same procedure as ea5)loyed in the preparation of Example 357 (step a) but using 4-(3- 
undecyl-l,2,4-oxadiazol-5-yl)benzaldehyde and 3-(trifluoromefliyl)benzylamine gave the 
title compound as an oil. M^CLCyMSCESI)): 488.4. HPLC (Condition A), Rt: 4.84 min 
(HPLC purity: 64.4 %). 

Step b) Formation of ethyl oxo{[3-(trifluoromethyl)benzyl] [4-(3-undecyl^^ 
yl)benzyl]amino}acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
[3-(trifluorome&yl)benzyl]-N-[4<3-undecyl-l,2,4-oxadiazol-5-y0^^ gave ttie 

title compound as an oil. 

Step c) Formation ofoxo{[3-(trifluoromethyl)ben2yl][4'(3'Unde<yl'l,2A'Oxadiazol-^^ 
yl)benzyl] aminojacetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
oxo{[3-(trifluoromethyl)ben2yl][4-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl]amino}acetate 
gave the title compound as a yellow oil (14% (overall yield from step a)). M" 
(LC/MS(ESI)): 558.3. HPLC (Condition A), Rt: 5.85 min (HPLC purity: 97.8 %). 

Example 379: oxoir3-ftrifluoromethvnbenzvnr3-f3-und ecvl-l,2.4>oxadiazol-5- 
ynbenzvllaminol acetic acid 

Step a) Formation ofN-[3'(trifluoromethyl)benzyl]-N'[3'(3'Undecyl'l,2,4-oxadi^^ 
yl)benzyl] amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 3-(3- 
undecyl-l,2,4-oxadiazol-5-yl)benzaldehyde and 3-(trifluoromethyl)benzylamine gave the 
title compound as an oil. M^(LC/MS(ESI)): 488.5. HPLC (Condition A), Rt: 4.86 min 
(HPLC purity: 66.8 %). 

Step b) Formation of ethyl oxo{f3-(trifluoromethyl)benzylJ[3-(3'Undecyl-l,2,4'Oxadiazol'5- 
yl)benzyl]amino}acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
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[3-(trifluoromefliyl)benzyl]-N-[3-(3-undecyl-l,2,4-oxadiazol-5-^^ gave the 

title compound as an oiL 

Step c) Formation of oxo{[3-(trifluoromethyI)benzylJ[3'-(3-unde<yl-l,2,4-oxadiazo 
yl)benzyl] amino} acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
oxo { [3 -(trifluoromethyl)benzyl] [3 -(3 -undecyl- 1 ,2,4-oxadiazol-5-yl)benzyl]amino } acetate 
gave the title compound as a yellow oil (44% (overall yield from step a)). 
(LC/MS(ESI)): 558.1; M^(LC/MS(ESI)): 560.2. HPLC (Condition A), Rt: 5.84 min (HPLC 
purity: 97.3 %). 

Example 380: I r4-f 3-octvl- 1 .2,4-oxadiazol-5-vl)benzvl1 f 3-(trifluoromethvnbenzvl1- 
aminoKoxo'^acetic acid 

Step a) Formation ofN'[3-(trifluoromethyl)benzyl]'N-[4-(3'Octyl'l,2,4-oxadiazol'5- 
yl)benzyl] amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 4-(3- 
octyl-l,2,4-oxadiazol-5-yl)benzaldehyde and 3-(trifIuoromethyl)benzylamine gave the title 
compound as an oil. M^(LC/MS(ESI)): 446.4. HPLC (Condition A), Rt: 4.31 min (HPLC 
purity: 73.9 %). 

Step b) Formation of ethyl oxo{f3'(trifIuoromethyl)benzylJ[4-(3-octyl-l,2,4'Oxadiazol-5' 
yl)benzyl]amino}acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
[3-(trifluoromethyl)benzyl]-N-[4-(3-octyl-l,2,4-oxadiazol-5-yl)benzyl]amine gave the title 
compound as an oil. 

Step c) Formation of {[4'(3-octyl'l,2,4-oxadiazol'5-yl)benzyl][3'(trifluoromethyl)- 
benzyl] amino} (oxojacetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
oxo { [3 -(trifluoromethyl)benzyl] [4-(3 -octyl- 1 ,2,4-oxadiazol-5-yl)benzyl] amino } acetate 
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gave flie tifle compound as a yellow oil (20% (overall yield from step a)). M" 
(LC/MS(ESI)): 516.1. HPLC (Condition A), Rt: 97.9 min (HPLC purity: 97.9 %). 

Ttvam ple 381 '. |f2-methoxvbenzvnr4-f3-imdecvl-1 .2.4-oxadia2ol-5-vnbenzvn-ainino>- 
foxo'tocetic acid 

St^ a) Formation ofN-(2-methaxyberayl)-N-[4-(3-undecyl-1.2,4-oxadiazol-5- 
yl)benzyl] amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 4-(3- 
undecyl-1 A4-oxadiazol-5-yl)benzaldehyde and 2-meflioxybenzylamine gave the title 
bompound as an oil. M'-CLCyMSCESI)): 450.5. HPLC (Condition A), Rt: 4.70 min (HPLC 
purity: 92.7 %). 

Step b) Formation of ethyl {(2-methoxybenzyl)[4-(3-undecyl-I.2.4-oxadiazol-5-yl)benzyl]- 
amino}(oxo)acetate 

The same procedure as ranployed in the preparation of Example 357 (step b) but using N- 
(2-methoxybenzyl)-N-[4-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl]amine gave the title 

compound as an oil. 

Step c) Formation of{(2-methoxybenzyl)[4-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl]amino}- 
(oxojacetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(2-methoxybenzyl)[4-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl]ainino}(oxo)acetategave 

the title compound as a colorless oil (43% (overall yield from step a)). M"(LC/MS(ESI)): 
520.3; M*(LC/MS(ESI)): 522.4. HPLC (Condition A), Rt: 5.76 min (HPLC purity: 98.6 
%). 

Kxam ple 3S2: f (2-methoxvbenzvl')r3-f3-undecv l-l .2.4-oxadiazol-5-vnben2vnamino>- 
(f>vr> )acetic acid 

Step a) Formation ofN-(2-methoxybenzyl)-N-[3-(3-unde(yl-l,2,4-oxadiazoI-5- 
yl)benzyl] amine 
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The same procedure as employed in the preparation of Example 357 (step a) but using 3-(3- 
undecyl-l,2,4-oxadiazol-5-yl)benzaldehyde and 2-metfioxybenzylamine gave the title 
compound as an oil. I^(LC/MS(ESI)): 450.5. HPLC (Condition A), Rt: 4.72 min (HPLC 
purity: 92.6 %). 

Step b) Formation of ethyl {(2-methojsybenzyl)[3'(3-undecyl'l,2,4-oxadiazol'5-yl)ben^ 
amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
(2-methoxybenzyl)-N-[3-(3-undecyH,2,4-oxadiazol-5-yl)benzyl]amine gave the title 
compound as an oil. 

Step c) Formation of {(2'methoxybenzyl)[3'(3'UndecyUl,2,4'Oxadiazol'5- 
yl)benzyl]amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(2-methoxybenzyl)[3-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl]amino}(oxo)acetate gave 
the title compound as a white solid (17% (overall yield from step a)). M'(LC/MS(BSI)): 
520.3; M^(LC/MS(ESI)): 522.3. HPLC (Condition A), Rt: 5.70 min (HPLC purity: 98.9 
%). 

Example 383: l(2-methoxvbenzvl¥4-(3-octvl-l,2,4-oxadiazol-5-vnbenzvl]aniinQ>- 
foxo'tacetic acid 

Step a) Formation ofN-(2-methoxybenzyl)-N-[4-(3''Octyl'-l,2,4-oxadiazol-5' 
yljbenzylj amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 4-(3- 
octyl-l,2,4-oxadiazol-5-yl)benzaldehyde and 2-methoxybenzylamine gave the title 
compound as an oil. M^(LC/MS(ESI)): 408.4. HPLC (Condition A), Rt: 4.12 min (HPLC 
purity: 91.9 %). 

Step b) Formation of ethyl {(2-methoxybenzyl)[4-(3'OctyUl,2,4'Oxadiazol'5- 
yl)benzyl]amino}(oxo)acetate 
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The same procedure as employed in the preparation of Example 357 (step b) but using N- 
(2-methoxybenzyl)-N-[4-(3-octyl-i;2,4-oxadiazol-5-yl)benzyl]ami gave tihie title 
compound as an oil. 

Step c) Formation of{(2'methoxybenzyl)[4-(3-octyl-l,2,4-oxadiazol'5- 
yl)benzyl]amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(2-methoxyben2yl)[4-(3-octyl-l,2,4-oxadia2ol-5-yl)benzyl]amino}(oxo)acetate gave the 
title compound as a yellow oil (33% (overall yield from step a)), MXLC/MS(ESI)): 478.2. 
HPLC (Condition A), Rt: 5.1 5 min (HPLC purity. 98.0 %). 

Rxam ple 384: oxol (4-^^trifluoromethvnsulfonvnben2vU^4■(3-undecvl-1.2.4-oxadiazol>5- 
vl'>benzvnaminoVacetic acid 

Step a) Formation ofN-{4-[(trifluoromethyl)sulfonyl]benzyl}-N'[4'(3-u^ 
oxadiazol-S-ylJbenzylJ amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 4-(3- 
undecyl-l,2,4-oxadiazol-5-yl)benzaldehyde and 4-[(trifluoromethyl)sulfonyl]benzylamine 
hydrochloride gave the title compound as an oil. M:*^(LCyMS(ESr)): 552.7. HPLC 
(Condition A), Rt: 4.85 min (HPLC purity: 36 %). 

Step b) Formation of ethyl oxo({4'[(trifluoromethyl)sulfonyl]bemyl^ 
oxadiazol-S-y^benzyVjaminojacetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
{4-[(trifluoromethyl)sulfonyl]benzyl}-N-[4-(3-undecyl-l,2,4-oxadiazol-5-yl)ben^ 
gave the title compound as an oil. 

Step c) Formation of oxo{{4-[(trifluoromethyl)sulfonyl] benzyl} [4-(3-undecyU^ 
oxadiazol-S-ylJbenzylJaminoJacetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
oxo { {4-[(trifluoromefhyl)sulfonyl]benzyl} [4-(3-undecyH ,2,4-oxadiazol-5- 
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yl)benzyl]amino} acetate gave the title compound as a yellow oil (15% (overall yield from 
step a)). M"(LC/MS(ESI)): 622.1; M*"(LC/MS(ESI)): 624.1. HPLC (Condition A), Rt: 5.80 
min (HPLC purity: 79.4 %). 

Example 385: oxol /4-r(trifluoromethvnsulfonvl1benzvU r3-f3-undecvl-1.2.4-oxadia2ol-5- 
5 yPbenzvllaminol acetic acid 

Step a) Formation ofN-{4'f(trifluoromethyl)sulfonyIJbenzyl}-N-f3-(3^ 
oxadiazoU5'yl)benzyl] amine 

The same procedure as employed in the pr^aration of Example 357 (step a) but using 3-(3- 
undecyH,2,4-oxadiazol-5-yl)benzaldehyde and 4-[(trifluoromethyl)sulfonyl]ben2ylamine 
10 hydrochloride gave the title compound as an oil. Nr*"(LC/MSOBSI)): 552.5. HPLC 
(Condition A), Rt: 4.85 min (HPLC purity: 62.0 %). 

Step b) Formation of ethyl oxo{{4-[(trifluoromethyl)sulfonyl]benzyl}[3'(3'Unde(yl-'l,2,4- 
oxadiazolS-yl)benzyl]amino}acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
15 {4-[(trifluoromethyl)sulfonyl]ben25rl}-N-[3-(3-undecyl-l,2,4-oxadiazol-5-yl)ben2^^^ 
gave the title compound as an oil. 

Step c) Formation of oxo{{4-[(trifluoromethyl)sulfonyl] benzyl} [3-(3-undecyl'l, 2,4- 
oxadiazol-5-yl)benzylJamino}acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
20 oxo { {4-[(trifluoromethyl)sulfonyl]benzyl} [3-(3-undecyl-l ,2,4-oxadiazol-5- 
yl)benzyl]a^lino}acetate gave the title compound as a yellow oil (37% (overall yield from 
step a)). MXLC/MS(ESI)): 622.1; M^(LC/MS(ESI)): 624.0. HPLC (Condition A), Rt: 5.79 
min (HPLC purity: 81 .4 %). 



Exam ple 386: (r4-(3-octvl-1.2,4-oxadiazol-5"vnbenzvl1 (4-rrtrifluoromethvnsulfonvl]- 
25 benzvUamino'^roxo^acetic acid 
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Step a) Formation ofN-{4-[(trifluoromethyl)sulfonylJbenzylJ-N^^ 
oxadiazoU5-yl)benzyl] amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 4-(3- 
octyH,2,4-oxadiazol-5-yl)benzaldehyde and 4-[(trifluoromefliyl)sulfonyl]ben2ylamine 
hydrochloride gave the title compound as an oil. HPLC (Condition A), Rt: 4.36 min (HPLC 
purity: 43.4%). 

Step b) Formation of ethyl oxo{{4-[(trifluoromethyl)sulfonyIJbenzyl}f4-(3-octyl^^ 
oxadiazoU5'yl)benzyl]amino}acetate 

The same procediire as employed in the preparation of Example 357 (step b) but using N- 

{4-[(trifluoromethyl)sulfonyl]benzyl}-N-[4-(3-octyl-l,2,4-oxadiM^^ 

gave the title compound as an oil. 

Step c) Formation of([4'(3-octyUl,2J-oxadiazol-5-yl)benzyl]{4-[(trifluo^^ 
sulfonyIJbenzyI}amino)(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
oxo { {4-[(trifluoromethyl)sulfonyl]benzyl} [4-(3-octyl-l,2,4-oxadiazol-5- 
yl)benzyl]amino} acetate gave tihie title compound as a yellow oil (24% (overall yield jBrom 
step a)). M'OLCVMSOBSI)): 580.1; M^(LC/MS(ESI)): 582.1. HPLC (Condition A), Rt: 5.26 
min ^LC purity: 81.1 %). 

Example 387: IL3-benzodioxol->5'Vir4-(3-undecvl'L2.4-oxadiazol-5-vnbenzvn- 
amino}foxo'^acetic acid 

Step a) Formation ofN'l,3-befizodioxoU5'yl-N-[4-(3-undecyl-l,2,4-oxadiazol-5- 
yl)betvsyl] amine 

The same procedure as employed in the preparation of Example 357 (step a) but using 4-(3- 
undecyl-l,2,4-oxadiazol-5-yl)benzaldehyde and l,3-benzodioxol-5-ylamine gave the title 
compound as an oU. HPLC (Condition A), Rt: 5.15 min (HPLC purity: 97.2 %). 
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St^ b) Formation of ethyl {1.3-bemodioxol-5-yl[4-(3-undecyl-l,2,4-oxadiazol-5- 
yl)benzyl]amino}(oxo)acetate 

The same procedure as enqjloyed in the preparation of Example 357 (step b) but using N- 
l,3-benzodioxol-5-yl-N-[4-(3-undecyl-l,2,4-oxadiazol-5-yl)benzyl]amine gave the title 

compound as an oil. 

Step c) Formation of{I,3-benzodioxol-5-yl[4-(3-undecyl-l,2.4-oxadiazol-5- 
yl)benzytjamino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{ l,3-benzodioxol-5-yl[4-(3-undecyl-l ,2,4-oxadiazol-5-yl)ben2yl]amino} (oxo)acetate ^ve 
the titie compound as a biown oil (46% (overall yield from step a)). M*^(LC/MS(ESI)): 
478.2 (-CO2). HPLC (Condition A), Rt 5.55 min (HPLC purity: 96.4 %). 

Example 3 8R; ^ 1 .3-ben7.odioxol-5-vir3-r3-undecvl-1.2.4-oxa diazol-5-vnbenzvn-amino>- 
foxo'^acetic acid 

Step a) Formation ofN-1.3-benzodioxol-5-yl-N-[3-(3-ufide<yl-l,2,4-oxadiazol-5- 
yljbenzylj amine 

The same procedure as enqjloyed in the preparation of Example 357 (step a) but using 3-(3 
undecyl-l,2,4-oxadiazol-5-yl)benzaldehyde and l,3-benzodioxol-5-ylamine gave the title 
compound as an oil. M^(LC/MS(ESI)): 450.4. HPLC (Condition A), Rt: 5.12 min (HPLC 
purity: 95.4 %). 

Step b) Formation of ethyl {l,3-benzodioxol-5-yl[3-(3-undecyl-l,2.4-oxadiazol-5- 
yl)benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
l,3-benzodioxol-5-yl-N-[3-(3-undecyl-l A4-oxadia2ol-5-yl)benzyl]aimne gave the title 

compoimd as an oil. 

Step c) Formation of{l,3-benzodioxol-5-yl[3-(3-undecyl-1.2,4-oxadiazol-5-yl)benzyl]- 
amifio}(oxo)acetic acid 
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The same procedure as anployed in the preparation of Example 1 (step e) but using ethyl 
{l,3-benzodioxol-5-yl[3-(3-undecyl-l,2,4-oxadiazol-5-yl)bOTzyl]amino}(oxo)acetategave 
the title compound as a brown oil (56% (overall yield from step a)). M*"(LC/MS(ESI)): 
522.1. HPLC (Condition A), Rt: 5.55 min (HPLC purity: 94.7 %). 

Rvflni pTe389; f 1.3-benzodioxol-S-vir4-f3-octvl-1.2.4-oxadia zol-5-vnbenzvnamino>- 
foxo^acetic acid 

5ie/> a) Formation ofN-1.3-benzodioxol-5-yl-N-[4-(3-octyl-1.2.4-oxadiazol-5- 
yl)benzyl] amine 

The same pioc«iure as employed in the prq)aration of Exanq)le 357 (step a) but usmg 4-(3- 
octyl-l,2,4-oxadiazol-5-yl)benzaldeihyde and l,3-benz»dioxol-5-ylamine gave the title 
compound as an oil. M*(LCyMS(ESI)): 408.4. HPLC (Condition A), Rt: 4.54 min (EBPLC 
purity: 85.5 %). 

Step b) Formation of ethyl {l,3-benzodioxol-5-yl[4-(3-octyl-1.2,4-oxadicaol-5- 
yl)benzyl]amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
l,3-benzodioxol-5-yl-N-[4-(3-octyl-l,2,4-oxadiazol-5-yl)benzyl]amine gave the title 

compound as an oil. 

Step c) Formation of{1.3-benzodioxol-5-yl[4-(3-octyl-1.2,4-oxadiazol-5-yl)benzyl]amino}- 
(oxojacetic add 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{ 1 ,3-benzodioxol-5-yl[4-(3-octyl- 1 ,2,4-oxadiazol-5-yl)benzyl]amino} (oxo)acetate gave the 
title compound as a brown oil (48% (overall yield from step a)). M*(LC/MS(ESI)): 478.2 (- 
CO2). HPLC (Condition A), Rt: 4.91 min (HPLC purity: 97.5 %). 

Example 3Q0t frr4-dodec-l-vnvl-l-naphthvnmethvnr4-rtri fluorometh vl')beiizvl1 amino) - 
foxo'>acetic acid 
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Step a) Formation of(4-bromo-l'naphthyl)methylafnine hydrochloride 
A mixture of l-bromo-4-methylnaphthaline (25 g, 0.1 13 mol), NBS (22.2 g, 0. 123 mol) and 
benzoylpeioxide (5 g) in CCU (750 mL) was refluxed for 5 h. The reaction mixture was 
cooled, filtered off the succinimide and concentrated to give cmde bromide (34 g) and used 
for the next reaction without any purification. To a cold (-40*^C) solution of liquid ammonia 
(2 L) was added l-bromo-4-bromomethyl naphthaline (cmde 34 g) dissolved in 200mL of 
CH2CI2 over a period of 45 min. The reaction mixture was then stinred at -40°C for 18h. 
The reaction mixture was then allowed to stir at RT and concentrated under vacuum to give 
yellow residue. The residue was then treated with 3N HCl (250 mL), filtered off the solid 
obtained and washed with CH2CI2 (2x 250 mL), The solid was dried under vacuum to give 
(4-bromo-l-naphthyl) methylamine hydrochloride (25 g, 80 %). HPLC purity: 96.6 % 

Step b) Formation ofN'[(4-bromo-l'naphthyl)methyl]'N-[4-(trifluoromethyl)benzyl]ami^^^ 
hydrochloride 

The same procedure as employed in the preparation of Example 226 (step a) but using (4- 
bromo-l-naphthyl)methylamine and 4-(trifluoromethyl)benzaldehyde gave the title 
compound as a brown oil (58%). HPLC (Condition A), Rt: 3.40 min (HPLC purity: 98.4 
%). 

Step c) Formation ofethyl{[(4'bromo-l'naphthyl)methyl][4-(trifluoromett^l)bemyl]' 
amino}(oxo)acetate 

The same procedure as employed in the preparation of Exanaple 15 (step b) but using N- 
[(4-bromo-l-naphthyl)methyl]-N-[4-(trifluoromethyl)benzyl]amine hydrochloride gave the 
title compound (98%). lvr(LC/MS(ESI)): 491.4; M^(LC/MS(ESI)): 496.1. HPLC 
(Condition A), Rt: 5.25 min (HPLC purity: 97.9 %). 

Step d) Formation of ethyl {[(4-dodec-l'ynyUl''naphthyl)methyl][4-(trifluoromethyl)' 
benzyl] amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 226 (step c) but using 
ethyl {[(4-bromo- 1 -naphthyl)methyl] [4-(trifluoromethyl)ben2yl]amino} (oxo)acetate gave 



wo 03/064376 



PCT/EP03/00808 



-272- 



the title compound as a yellow oil (74%). HPLC (Condition A), Rt: 6.64 min (HPLC 
purity: 100 %). 

Step e) Formation of{[(4-dodeC'l'ynyUl-naphthyl)met^^^ 
amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{ [(4-dodec- 1 -ynyl- 1 -naphthyl)methyl] [4-(trifluoromethyl)benzyl] amino } (oxo)acetate gave 
the title compound as a yellow oil (48% (overall yield from step a)). M'(LCyMS(ESI)): 
550,2. HPLC (Condition A), Rt: 6.15 min (HPLC purity: 99.3 %). Analysis calculated for 
C33H36F3NO3-O.5H2O: C, 70.70; H, 6.65; N, 2.50%. Found: C, 70.44; H, 6.72; N, 2.29% 

Exam ple 391: irr4--dec-l-vnvUl-naphthvnmethvlir4-ftrifluoromethv Dbenzvllaminol^ 
(oxo^acetic acid 

St^ a) Formation ofN-[(4'bromo-l-naphthyl)methyl]-N-[4'(trifluorometh^^ 
hydrochloride 

The same procedure as employed in the preparation of Example 226 (step a) but using (4- 
bromo-l-naphfliyl)meaiylamine and 4-(trifluoromethyl)benzaldehyde gave the title 
compound as a brown oil (58%). HPLC (Condition A), Rt: 3.40 min (HPLC purity: 98.4 
%). 

Step b) Formation ofethyl{[(4-bromo-l-naphthyl)methyl][4'(trifluoromethyl)benzyl]- 
amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using 
[(4-bromo-l-naphthyl)methyl]-N-[4-(trifluoromethyl)benzyl]amine hydrochloride gave the 
title compound as a colorless oil (98%). 

Step c) Formation of ethyl {[(4-dec-l'-ynyUl'naphthyl)methyl][4-(trifluoro7nethyl)benzyl]- 
amino } (oxo)acetate 

The same procedure as employed in flic preparation of Example 226 (step c) but using 
ethyl { [(4-bromo- 1 -naphthyl)methyl] [4-(trifluoromethyl)benzyl]amino} (oxo)acetate gave 
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liie title compound as a yellow oil (87%). M-(LC/MS(ESI)): 550.1; M*(LCyMS(ESI)): 
552.5. HPLC (Condition A), Rt 6.36 min (HPLC purity: 96.4 %). 

Step d) Formation of{[(4-dec-l-ynyl-l-naphthyl)methyl][4-(trifluoromethyl)benzyl]- 
amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{[(4-dec-l-ynyl-l-naphthyl)methyl][4-(trifluoromethyl)benzyl]amino}(oxo)acetategave 
the title compound as a brown oil (91%). *H NMR (CDCI3, 300 MHz) 8 8.43-8.37 (m, IH), 
7.90-7.76 (m, IH), 7.61-7.48 (m, 5H), 7.28-7.08 (m, 3H), 5.37 (s, 0.7H), 5.05 (s, 1.3H), 
4.79 (s, 1.3H). 4.61 (s, 0.7H), 2.57 (t, 2H, J=7.0Hz), 1.77-1.65 (m. 2H), 1.59-1.48 (m, 2H), 
1.42-1.25 (m. 8H), 0.89 (m. 3H). M-(LaMS(ESI)): .522.3. HPLC (Condition A), Rt: 5.83 
min (HPLC purity: 97.7 %). 

Example 392: fn -f3-chloTophenvn-l-methvlefliv n f 4-rr4-hexvlphenvnethvnvnbenzvl) - 
nmiTin^fnxoWeric acid TsT-methvl-D-glucamine fi.e. l-deox v-l-fmethvlftminn^p^luciton salt 
St^ a) Formation ofN-[l-(3-chlorophenyl)-l-methyletk^l]-N-{4-[(4-hexylphenyl)- 
ethynyljbenzyljamine 

The same procedure as employed in the preparation of Example 226 (step a) but using 4- 
[(4-hexylphenyl)ethynyl]benzaldehyde and l-(3-chlorophenyl)-l-methyiethylaniine gave 
the title compound as a brown oil (80%). HPLC (Condition A), Rt: 4.73 min (HPLC purity: 
98.7 %). 

Step b) Formation ofetl^l(P-(3-chlorophenyl)-l-methylethylJ{4-{(4-hexylphenyl)ethynylJ- 
benzyl}amino)(oxo)acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using N-[l- 
(3-chlorophenyl)-l-methyleth3^]-N-{4-[(4-hexylphenyl)ethynyl]benzyl}amine gave the 
title compound as a brown oil (95%). HPLC (Condition A), Rt: 6.26 min (EJPLC purity: 
99.3 %). 



wo 03/064376 



PCT/EP03/00808 



-274- 



Stq> c) Formation of(fl'(3'Chlorophenyl)-l'methylethylJf4'f(4-hexyIp^ 
benzyl}amino)(oxo)acetic acid 

The same procedure as employed in the preparation of Exanq)le 1 (step e) but using 
ethyl([l<3-chlorophenyl)-l-methylethyl]{4-[(4-hexylphenyl)ethynyy 
amino)(oxo)acetate gave the title compound as a yellow powder (89%). M'(LCyMS(ESI)): 
514.1. HPLC (Condition A), Rt 5.84 min (HPLC purity: 99.1 %). 

Step d) Formation of([l'(3-chlorophenyl)'l-methylethyl]{4-[(4'hexylphenyl)eth^ 
benzyljaminojfoxojacetic acid, N-methyl-D-glucamine (Le. l-deoxy-l- 
(methylamino)glucitol) salt 

The same procedure as employed in the preparation of Example 2 but using ([l-(3- 
chloiophenyl)-l-methylefhyl] {4-[(4-hexylphenyl)ethynyl]benzyl}amino)(oxo)acetic acid 
gave the title compound as a white powder (94%). M"(LC/MS(ESI)): 5 14.7. HPLC 
(Condition A), Rt: 5.81 min (HPLC purity: 99.4 %). Analysis calculated for 
C32H34CINO3.C7H17NO5-O.8H2O: C, 64.55; H, 7.31; N, 3.86%. Found: C, 64,6; H, 7.43; N, 
3.87% 

Kxam ple 393: oxolf4-(trifluoromethvnben2rvnr4-(4-undecvl-1.3-thiazol-2- 
yPbenzvllaminol acetic acid 

Step a) Formation of 4'(l,3-dioxolan'2-yl)benzonitrile 

To a solution of 4-cyanobenzaldehyde (25 g, 0.190 mol) in dry toluene (300 mL) was 
added ethyleneglycol (15 g, 0.228 mol) and PTSA (0.5 g) and allowed to reflux at 130'*C 
with azeotropic removal of water for 12h. The reaction mixture was cooled, washed with 
10% aqueous NaHCOs (100 mL), dried and concentrated imder vacuum. The crude solid 
was recrystallised from PetEther/EtOAc to give the 4-(l,3-dioxolan-2yl)benzonitrile (17 g, 
51%) as white solid, TLC(PetEther/EtOAc 4/1), Rf= 0.6 ' 

St^ b) Formation of 4'(l,3-dioxolan-2-yl)benzenecarbothioamide 

To a solution of 4-(l,3-dioxolan-2yl)benzonitrile (2 g, 0.01 Imol) in dry pyridine (50 mL) 

and TEA (5.75 g, 0.057 mol) was passed H2S gas (freshly generated) for Ih with stirring at 
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RT. The leaction mixture was diluted witii water (100 mL), extracted with diethyl ether 
(100 mL), washed with brine (50 mL) and dried. The solvent was removed under vacuum 
and tiie crude product was purified by column chromatogr^hy over silica gel 
(PetEther/EtOAc, 3/7) to give 4-(l,3-dioxolan-2-ji)benzenecarbothioamide (1,9 g, 86%) as 
yellow solid. TLC (PetEther/EtOAc 3/7), Rf = 0.35 

St^ c) Formation of l-bromotridecan-2-one 

To a solution of lauric acid chloride (10.0 g, 45.7 mmol) in anhydrous THF (91 mL) at 0°C 
was added dropwise a solution of tiimethylsilyldiazomefliane (2 M in ether, 45.7 mL, 91.4 
mmol). The mixture was stirred 1 h at O^C ihssa overnight at RT. The solvents were 
evjqjorated under vacuum to give a yellow oil. This crude product was disolved in DCM 
(50 mL) and stirred in the presence of the PL-AMS-Resin polymer Laboratories, 1 .54 
mmol/g, 5 g) for 5 h at RT. The resin was filtered off and washed with DCM. The 
combined filtrates were evaporated to give a yellow oil. This crude product was disolved in 
EtaO, chilled at 0°C and a concentrated aqueous solution of HBr (48 %, 10 mL) was added 
dropwise carrefully. After 1 h of reaction, the mixture was decanted and the organic layer 
was dried over MgS04, filtered and evaporated to give the title product as a beige solid 
(8.32 g, 66%). ^HNMR (CDCI3, 300 MHz) 5 3.87 (s, 2H), 2.63 (t, 2H, J= 7.5Hz), 1.67- 
1.54 (m, 2H), 1.30-1.21 (m, 16H), 0.87 (m, 3H) 

Step d) Formation of4-(4-undecyl-l,3-thiazol-2-yl)benzaldehyde 
A solution of l-bromotridecan-2-one (5.54 g, 20 mmol) and 4-(l,3-dioxolan-2- 
yl)benzenecarbothioamide (4.19 g, 20 mmol) in EtOH (50 mL) was refluxed overnight 
After evaporation of the solvent, the residue was taken up in ether, washed with water, 
brine, dried over MgS04, filtered. The solvents were evaporated under vacuum to give a 
yellow oil. Purification on silicagel gave the titie product as a yellow solid (4.05 g, 59%). 
*H NMR (CDCI3, 300 MHz) 5 10.0 (s, IH), 8. 11 (d, 2H, J=8.3 Hz), 7.93 (d, 2H, J=8.6 Hz). 
6.98 (s, IH), 2.84 (t, 2H, J=7.2 Hz), 1.78-1.72 (m, 2H), 1.50-1.20 (m, 16H), 0.87 (t, 3H, 
J=6.8 Hz). M*'(LC/MS(ESI)): 344.3 
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Step e) FomuOion ofN-[4-(tnfhwromethyl)benzyl]-N-[4-(4-undecyl-l,3-t^ 
yljbenzylj amine 

The same procedure as employed in the preparation of Example 226 (step a) but using 4-(4- 
undecyl-l,3-thiazol-2-yl)benzalddiyde and 4-(trifluoromethyl)benzylainine gave the title 
compound as a colorless oil (90%). *H NMR (CDCI3. 300 MHz) 8 7.78 (d, 2H, J=8.3 Hz). 
7.45 (d, 2H, J=8.1 Hz), 7.35 (d, 2H, J=8.1 Hz). 7.25 (d. 2H, J=8.3 Hz), 6.72 (s, IH), 3.689 
(s, 2H, J=7.3 Hz), 3.74 (s, 2H), 2.67 (t, J=2H, 7.7 Hz), 1.95-1.72 (m. IH), 1.62-1.55 (m, 
2H), 1.37-1.05 (m. 16H), 0.74 (t, 3H, J=6.7 Hz). M'(LaMS(ESI)): 503.4. HPLC 
(Condition A), Rt: 4.99 min (HPLC purity: 91.2 %). 

Step^ Formation of emyloxoff4-(MjluoromethyI)benzylJf4-(4-tmde<yl-lJ-tM 
yl)benzyl]amino}acetate 

The same procedure as employed in the preparation of Example 15 (step b) but using 4-(4- 
undecyl-l,3-thiazol-2-yl)benzaldehyde gave the titie compound as a colorless oil (93%). ^H 
NMR (CDCI3, 300 MHz) 8 7.98-7.88 (m, 2H), 7.65-7.56 (m, 2H), 7.40-7.23 (m, 4H), 6.89 
(d, IH, J= 3.8Hz), 4.54 (d, 2H. J= 4.5Hz), 4.41-4.29 (m, 4H), 2.82 (t, 2H, J= 7.7 Hz), 1.81- 
1.70 (m, 2H), 1.40-1.21 (m, 19H), 0.87 (m, 3H). HPLC (Condition A), Rt: 6.52 min (HPLC 
purity: 98.9 %). 

Stepg) Formation ofoxo{[4-(trifluoromethyl)benzyl][4-(4-undecyl-1.3-thiazol-2- 
yl)benzyl]amino}acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using 
ethyloxo{[4-(trifluorometiiyl)benzyl][4-(4-undecyl-l,3-thiazol-2-yl)benzyl]aniino}acetate 

gave the title compound as a colorless oil (95%). M-(LC/MS(ESI)): 573.3; 
M^(LC/MS(ESI)): 575.1. HPLC (Condition A), Rt: 5.98 min (HPLC purity: 98.6 %). 

Step h) Formation ofoxo{[4-(trifluoromethyl)benzylJ[4-(4-undecyl-1.3-thiazol-2- 
yl)benzyl]amino}acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using 
oxo{[4-(trifluorometiiyl)benzyl][4-(4-undecyl-l,3-thiazol-2-yl)benzyl]amino}aceticacid 
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gave the title compound as a white powder (93%). M-(LC/MS(ESI)): 573.4; 
M*(LC/MS(ESI)): 575.3. HPLC (Condition A), Rt: 5.99 min (HPLC purity: 99.3 %). 
Analysis calculated for C31H37F3N2O3S.C7H17NO5-O.IH2O: C, 59.14; H, 7.08; N, 5.45%. 
Found: C, 58.87; H, 6.96; N, 5.38% 

Pivain ple 394; f r4-dec-l-vnvlbenzvnr2- r2-fluoiDphepvnethvnaminoUoxo^acetic acid 
Step a) Formation ofN-(4-dec-l-ynylben7yl)-N-[2-(2'fluorophenyl)ethyl]amine 
To a solution of 4-dec-l-ynylbenzaldehyde (24.2 mg, 0.1 mmol) in anhydrous THF (0.6 
mL) was added the 2-(2-fluorophenyl)ethylamine (13.9 mg. 0.1 mmol) and anhydrous 
MgS04 (50 mg). The mixture was stirred overnight at RT. The reaction mixture was 
filtered and evaporated to give an oily residue. This crude product was taken up in MeOH 
(0.5 mL) then the sodium triacetoxyborohydride (53 mg, 0.25 mmol) was added and the 
reaction mixture was stirred overnight at rt The solvents were evaporated under vacuum to 
give a solid. This solid was suspended in DCM (0.75 mL) and eluted through a SCX 
column (Isolute, 1 g) with DCM (6 mL), then NH3 (2M in MeOH, 4 mL). The desired 
fractions (TLC monitoring) were concentrated under vacuum to afford the title product as a 
yellow oil. M'(LCMS(ESD): 366.3. HPLC (Condition A), Rt: 4.64 min (HPLC purity: 
80.5 %). 

Step b) Formation of ethyl {(4-dec-l-ynylbenzyl)[2-(2-fluorophenyl)ethyl]amino}- 
(oxojacetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
(4-dec-l-ynylbenzyl)-N-[2-(2-fluorophenyl)ethyl]amme gave the title compound as an oil. 
HPLC (Condition A), Rt: 6.18 min (HPLC purity: 65.5 %). 

Step c) Formation of{(4-dec-l-ynylbenzyl)[2-(2-fluorophenyl)ethyl]amino}(oxo)aceHc acid 
The same procedure as employed in flie prq)aration of Example 1 (step e) but usmg ethyl 
{(4-dec-l-ynylbenzyl)[2-(2-fluorophenyl)ethyl]amino}(oxo)acetate gave the title 
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compoTind as an orange oil (5% (overall yield from step a))- M'(LC/MS(ESI)): 436.3. 
HPLC (Condition A), Rt: 5.45 min (HPLC purity: 87.5 %). 

Example 395: /f4-dodec-l-vnvlbenzv»r2-f2-fluorophenvDethvnammo>(oxo ^acetic acid 
Step a) Formation ofN-(4'dodeC'l'ynylbenzyl)-N'[2-(2iftuorophen^ 
The same procedure as employed in the preparation of Example 394 (step b) but using 4- 
dodec-l-ynylbenzaldehyde and 2-(2-£luorophenyl)ethylamine gave the titie compound as 
an oil. J^(LC/MS(ESI)): 394.4. HPLC (Condition A), Rt: 5.00 min (HPLC purity: 93.6 %). 

St^ b) Formation of ethyl {(4-dodeC'l-ynylbenzyl)[2-(2'fluorophenyl)ethyl]amm^^ 
acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
(4-dodec-l-ynylbenzyl)-N-[2-(2-fluorophenyl)ethyl]amine gave the titie compound as an 

oil. 

Step c) Formation of{(4'dodeC'l-ynylben2yl)f2'(2-fluorophenyl)ethylJamino}(oxo)acetic 
acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(4-dodec-l-ynylbenzyl)[2-(2-fluorophenyl)efhyl]amino}(oxo)acetate gave the titie 
compound as an orange oil (21% (overall yield from step a)). HPLC (Condition A), Rt: 
5.78 min (HPLC purity: 82.2 %). 

Exam ple 396: Hr4-fdodecvloxv^-l- na phthvnme thvlU2-f2>fluorophenvneflivnamino>- 
(nxo )acetic acid 

Step a) Formation ofN-{[4'(dodecyloxy)'l-naphthyl]methyl}-N-[2--(2-^^ 
ethyljamine 

The same procedure as employed in the preparation of Example 394 (step b) but using 4- 
(dodecyloxy)-l-naphthaldehyde and 2-(2-£luorophenyl)etiiylamine gave flie titie compound 
as an oil. HPLC (Condition A), Rt: 5.48 min (HPLC purity: 86.4 %). 
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Step b) Formation of ethyl {{[4-(dodecyloxy)-l-naphthyl]methyl}[2-(2-fluorophenyl)ethyl^^ 
amino) (oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
{[4-(dodecyloxy)-l-naphthyl]methyl}-N-[2-(2-fluorophenyl)ethyl]aniine gave the title 

compound as an oil. 

Step c) Formation of{{[Hdodecyhxy)-l-naphthylJmethyl}[2-(2-fluorophenyl)ethylJ- 
amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{ {[4-(dodecyloxy>l-naphthyl]me1hyl} [2-(2-fluorophenyl)ethyl]aniino}(oxo)acetate gave 
the title compound as an orange ofl (7% (overall yield ftom step a)). M-(LC/MS(ESI)): 
534.3. HPLC (Condition A), Rl: 6.25 min (HPLC purity. 92.8 %). 

Rvain ple.397- |p.-r2-fluornphenvnethv l1f4-foctvloxv^benzvl1amino>(oxo)acetic acid 
Step a) Formation ofN-[2-(2-fluorophenyl)ethyl]-N-[4-(octyloxy)benzyl]amine 
The same procedure as employed in the preparation of Example 394 (step b) but using 4- 
(octyloxy)benzaldehyde and 2-(2-fluorophenyl)ethylamine gave the title compound as an 
oil. HPLC (Condition A), Rt: 4.37 min (HPLC purity: 76.0 %). 

Step b) Formation of ethyl {[2-(2-fluorophenyl)ethyl][4-(octyloxy)benzyl]amino}- 
(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
[2-(2-fluorophenyl)elhyl]-N-[4-(octyloxy)benzyl]amine gave the title compound as an oil. 

Step c) Formation of{[2-(2-fluorophenyl)ethyl][4-(octyloxy)benzyl]amino}(oxo)acetic acid 
The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{[2-(2-fluorophenyl)ethyl][4-(octyloxy)benzyl]amino}(oxo)acetate gave the title compound 
as a white solid (22% (overall yield from step a)). M-(LCMS(ESI)): 428.3. HPLC 
(Condition A), Rt: 5.19 min (HPLC purity: 64.2 %). 
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Rvfltn ple 398: f (4-dec-l-vnvlbenzvnr2-ftrifluoromeflivnben2vnaminoU o acid 

Step a) Formation ofN-(4-dec-l-ynylbenzyl)-N-[2'(trifluoromethyl)be 
The same procedure as employed in the preparation of Example 394 (step b) but using 4- 
dec-l-ynylbenzaldehyde and 2-(trifluoromethyl)benzylamine gave the title compound as an 
oil. M^(LC/MS(ESI)): 4023. HPLC (Condition A), Rt: 4.71 min (HPLC purity: 86.5 %). 

Step b) Formation of ethyl {(4'deC'l-ynylbenzyl)[2-(trifluoromethyl)benzy^^ 
acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
(4-dec-l-ynylbenzyl)-N-[2-(trifluoromethyl)benzyl]amine gave the title compound as an 
oil. HPLC (Condition A), Rt: 6.31 min (HPLC purity: 80.7 %). 

Step c) Formation of{(4'deC'l'ynylbenzyl)[2'(Mfluoromethyl)benzyl]amino)(oxo)^^ 
acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(4-dec-l-ynylbenzyl)[2-(trifluoromethyl)benzyl]amino}(oxo)acetate gave the title 
compound as an orange oil (7% (overall yield ftom step a)). M"(LC/MS(ESI)): 472.L 
HPLC (Condition A), Rt: 5.58 min (HPLC purity: 94.0 %). 

Kvam ple 399: ir4-dodec-l-vnvlbenzvlU2-ftrifluoromeihvnbenzvl1aT nino}(nYn)acetic acid 

Step a) Formation of N-(4-dodec-l-ynylbenzyl)-N-[2'(trifluoromethyl)benzyl] amine 
The same procedure as employed in the preparation of Example 394 (step b) but using 4- 
dodec-l-ynylbenzaldehyde and 2-(trifluoromethyl)benzylamine gave the title compound as 
an oil. M^(LC/MS(ESI)): 430.4. HPLC (Condition A), Rt: 5.05 min (HPLC purity: 96.9 %). 

Step b) Formation of ethyl {(4-dodec-l-ynylbenzyl)[2-(trifluoromethyl)benzylJ'amino}- 
(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
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(4-dodec-l-ynylben2yl)-N-[2-(trifluorometiiyl)benzyl]ai^ gave flie title compound as an 
oiL 

Step c) Formation of{(4'dodeC'l'ynylbenzyl)[2'(tnfluoromethyl)benzyl]am 
acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ediyl 
{(4-dodec-l-ynylbenzyl)[2-(trifluoromethyl)benzyl]amino}(oxo)acetate gave the title 
compound as an orange oil (17% (overall yield from step a)). M"(LC/MS(ESI)): 500.2, 
HPLC (Condition A), Rt: 5.92 min (HPLC purity: 82.5 %). 

Ryam ple 400: lir4-fdodecvloxvVl-naphthvl1methvin2>(trifluoromethvnbenzvl1aminol" 
foxo'^acetic acid 

Stq> a) Formation ofN-{[4'(dodecyloxyyi-naphthyl]methyl}'N-[2-(tnfluoro 
benzyljamine 

The same procedure as employed in the preparation of Example 394 (step b) but using 4- 
(dodecyloxy)-l-naphthaldehyde and 2-(trifluoromethyl)benzylamine gave the title 
compound as an oil. HPLC (Condition A), Rt: 5.54 min (HPLC purity: 98.0 %). 

Step b) Formation of ethyl {{[4''(dodecyloxy)'l-naphthyl]methyl}[2'(trifluoromethyl)'' 
benzyl] amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
{[4-(dodecyloxy)-l-naphthyl]methyl}-N-[2-(tri£luoromethyl)benzyl]amine gave the title 
compound as an oil. 

Step c) Formation of {{[4-(dodecyloxy)-l-naphthyl]methyl}[2'(trifluoromethyl)benzyl]' 
amino}(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{ {[4-(dodecyloxy)- 1 -naphthyl]methyl} [2-(trifluoromethyl)benzyl]amino} (oxo)acetate gave 
the title compound as an orange oil (8% (overall yield from step a)). MXLC/MS(ESI)): 
570.4. HPLC (Condition A), Rt: 6,30 min (HPLC purity: 79.2 %). 
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Kxam ple 401- {[4-rncivloxY^henzvlir2-ftrifluorometb vnbenzvl1aininoUoxo')acetic acid 
St^ a) Formation of N-[4-(octyloxy)benzyiJ-N-f2-(Mfluoromethyl)benzylJ amine 
The same procedure as employed in the preparation of Example 394 (step b) but using 4- 
(octyloxy)benzaldehyde and 2-(trifluoromethyl)benzylamine gave the title compound as an 
oil. HPLC (Condition A), Rt: 4.24 min (HPLC purity: 91.0 %). 

Step b) Formation of ethyl {[4-(octyloxy)benzylJ[2-(trifluaromethyl)benzyl]- 
amino}(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but usmg N- 
[4-(octyloxy)benzyl]-N-[2-(trifluoromefhyl)benzyl]amine gave the title compound as an oil. 

Step c) Formation (tf{[4-(octyloxy)benzyl][2-(trifluoromethyl)benzyl]amino}(oxo)acetic 
add 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{[4-(octyloxy)benzyi][2-(trifluoromethyl)benzyl]amino}(oxo)acetate gave the title 
compound as a yellow oU (13% (overall yield fix)m step a)). M-(LC/MS(ESI)): 464.3. 
HPLC (Condition A), Rt: 5.33 min (HPLC purity: 92.2 %). 

Rvatn ple 407! {f4-dec-l-ynvlbenzvnr2-r3.4-dichl o rophenvnetfavl1amino>foxo)acetic acid 
Step a) Formation of N-(4-dec-l-ynylbenzyl)-N-[2-(3,4-dichlorophenyl)ethyl] amine 
The same procedure as employed in the preparation of Example 394 (step b) but using 4- 
dec-l-ynylbenzaldehyde and 2-(3,4-dichlorophenyl)ethylamine gave the title compound as 
an oil. ]!^(LC/MS(ESI)): 416.3. HPLC (Condition A), Rt: 4.91 min (HPLC purity: 72.4 %). 

Step b) Formation of ethyl {(4-dec-l-ynylbenzyl)[2-(3.4-dichlorophenyl)ethyl]amino}- 
(oxo)acetate 

The same procedure as employed in Ihe preparation of Example 357 (step b) but using N- 
(4-dec-l-ynylbenzyl)-N-[2-(3,4-dichlorophenyl)ethyl]amine gave the title compound as an 
oil. HPLC (Condition A), Rt: 6.45 min (HPLC purity: 62.5 %). 
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Step c) Formation of{(4-dec-l-ynylbenzyl)[2-(3.4-dichlorophmyl)ethyl]amino}(oxo)c^ 
acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
{(4-dec-l-ynylbenzyl)[2-(3,4-dichlorophenyl)ethyl]amino}(oxo)acetate gave the title 
compound as an orange oil (1 1% (overaU yield ficom step a)). M-(LC/MS(ESI)): 486.1 . 
HPLC (Condition A), Rt 5.76 min (HPLC purity: 89.8 %). 

Pvam ple 403: rr2-r3.4-dichlorophenvnethvnf4-dodec-l-vn vlbenzvnamino¥oxo^acetic acid 
St^ a) Formation ofN-[2-(3,4-dichlorophenyl)ethyl]-N-(4-dodec-l-ynylbenzyl)amine 
The same procedure as employed in the pr^aration of Example 394 (step b) but using 4- 
dodec-l-ynylbenzaldehyde and 2-(3,4-dichlorophenyl)ethylamine gave the title confound 
as an oil. M*(LC/MS(ESI)): 444.4. HPLC (Condition A), Rt: 5.27 min (HPLC purity: 83.9 
%). 

Step b) Formation of ethyl [[2-(3,4-dichIorophenyl)ethylJ(4-dodec-l-ynylbenzyl)aminoJ- 
(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
[2-(3,4-dichlorophenyl)efhyl]-N-(4-dodec-l-ynylbenzyl)aniine gave the title conqpound as 

an oil. 

Step c) Formation of[[2-(3.4-dichlorophenyl)ethylJ(4-dodec-l-ynylbenzyl)amino]- 
(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
[[2-(3,4-dichlorophenyl)ethyl](4-dodec-l-ynylbenzyl)amino](oxo)acetate gave the title 
compound as a yellow oil (4% (overall yield from step a)). M"(LC/MS(ESI)): 514.1. HPLC 
(Condition A), Rt: 6.08 mm (HPIC purity: 96. 1 %). 



KTcam ple 404: (r2-f3.4-dichlorophenvn ethvnf r4-fdodecvloxvVl-naphthvnmethvn amino V 
(nxoWetic acid 
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Step a) Formation ofN-[2-(3,4-dichlorophenyl)ethyl]-N'{[4-(d^ 
naphthyl]methyl}amine 

The same procedure as employed in the preparation of Example 394 (step b) but using 4- 
(dodecyloxy)-l-naphthaldehyde and 2-(3,4-dichlorophenyl)ethylamine gave flie title 
compound as an oil. HPLC (Condition A), Rt: 5.72 min (HPLC purity: 82.0 %). 

Step b) Formation of ethyl ([2-(3,4-dichlorophenyl)ethylJ{f4'(dodecyloxy)-l^ 
methyl}amino)(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
[2-(3,4-<iiclilorophenyl)ethyl]-N-{[4-(dodecyloxy)-l-naphthyl]methyl}amine gave the title 
compound as an oil. 

Step c) Formation of([2-(3,4-dichlorophenyl)ethyl]{[4'(dodecyloxy)'l- 
naphthyl]methyl}amino)(oxo)acetic acid 

The same procedure as employed in the preparation of Example 1 (step e) but using ethyl 
([2-(3,4-dichlorophenyl)ethyl] {[4-(dodecyloxy)-l-naphthyl]methyl} aminoXoxo)acetate 
gave the title compound as a yellow oil (6% (overall yield from step a)). M"(LC/MS(ESI)): 
584.0. HPLC (Condition A), Rt: 6.50 min (HPLC purity: 63.7 %). 

Example 405: ir2-f3.4-dichlorophenvnethvnr4-foctvloxv^benzvnaminoKoxo^acetic acid 
Step a) Formation of N'[2'(3,4'dichlorophenyl)ethyl]-N-[4-(octyloxy)benzyl] amine 
The same procedure as employed in the preparation of Example 394 (step b) but using 4- 
(octyloxy)beiizaldehyde and 2-(3,4-dichlorophenyl)ethylamine gave the title compound as 
an oil. HPLC (Condition A), Rt: 4.69 min (HPLC purity: 71.8 %). 

Step b) Formation of ethyl {[2-(3,4'dichlorophenyl)ethyl][4-(octyloxy)benzyl] amino}- 
(oxo)acetate 

The same procedure as employed in the preparation of Example 357 (step b) but using N- 
[2-(3,4-dichlorophenyl)ethyl]-N-[4-(octyloxy)benzyl]aniine gave the title compound as an 

oil. 
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Step c) Formation of{[2-(3J'dichlorophenyl)ethyl][4-(octylo^^^ 
acid 

The same procediire as employed in the preparation of Example 1 (step e) but using ethyl 
{[2K3,4-dichlorophenyl)ethyl][4-(octyloxy)benzyl]anuno}(oxo)^^ gave the title 
compound as a yellow oil (6% (overall yield firom step a)). M"(LC/MS(ESI)): 478.1. HPLC 
(Condition A), Rt: 5.47 min (HPLC purity: 65.4 %). 

Kvflm ple 406: f M4f4-hexvlphenvnethvnvl^benzv U^l■■methvl^l^^4-ftrifl^o^ometfavn- 
phenvl1ethvUaminoVoxo'>acetic acid 

The same procedure as employed in the preparation of Example 392 but using 1-methyl-l- 
[4-(trifluoromelhyl)phenyl]e1hylaimne and 4-[(4-hexylphenyl)ethynyl]benzaldehyde (in 
step a) gave the title compound as a white powder. M'(LC/MS(ESI)): 548.1. HPLC 
(Condition A), Rt: 5.89 min (HPLC purity: 98.7 %). 

Example 407: fr4-f5-cvclQhexvloent-l-vnvnben zvlir4-ftrifluQromethvnbenzvl1- 
aminolfoxoWetic acid 

The same procedure as employed in the preparation of Example 226 (step c) but using pent- 
4-ynylcyclohexane gave the title compound as a yellow oil. M'(LC/MS(ESI)): 484.2. 
HPLC (Condition A), Rt: 5.53 min (HPLC purity: 98.8 %). 

Example 408: ll34f4--hexvlt)henvnethvnvl1ben zvnr4-ftrifluoromethvDbeiizvl1- 
ami'no}foxo)acetic acid 

The same procedure as employed in the preparation of Example 226 (step c) but using 1- 
ethynyl-4-hexylbenzene gave the title compound as a white powder. M"(LC/MS(ESI)): 
520.0. HPLC (Condition A), Rt: 5.68 min (HPLC purity: 99.9 %). 



Example 409: (r4-f4-ethvl-3-hvdroxvoct-l-vnvnben2vn r4-(trifluoromethvnbenzvn- 
amino} (oxo'^acetic acid 
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The same procedure as employed in ihe preparation of Example 226 (step c) but using 4- 
ethyloct-l-yn-3-ol gave the title compound as a yellow foaxn. M"(LCyMSCESQ): 488J2. 
HPLC (Condition A), Rt 4.79 min (HPLC purity: 98.9 %). 

Rvam ple 410: f r2-dec-1-vnvlhenzvnr4-ftrifluor omethvnbepzvnaminoUoxoWetic acid 
The same procedure as employed in the preparation of Example 226 (step c) but using ethyl 
{(2-bromobenzyl)[4-(trifluoromethyl)benzyl]amino}(oxo)acetate and dec-l-yne gave the 
title compound as a pale yellow oil, M-(LCyMS(ESI)): 472.0. HPLC (Condition A), Rt: 
5.51 min (HPLC purity: 99.6 %). 

T?.Tf am ple 411: ff4-dec-l-vnvlbenzvl¥4-ftrifluoromethvnb enzvnaminoKoxo^acetic acid. 
T^lvsine salt 

The same procedure as employed in the preparation of Example 2 but using {(4-dec-l- 
ynylbenzyl)[4-(1rifluoromethyl)benzyl]amino}(oxo)acetic acid and L-lysine gave the title 
compound as a white powder. M-(LC/MS(ESI)): 472.3. HPLC (Condition A), Rt: 5.59 min 
(HPLC purity: 99.4 %). 

F-vam ple 412: ff4-dec-l-vnvlbenzvnr4-ftrifluQromethvn benzvl1amino>foxo)acetic acid, 
♦r»t»«rtiaiti itie fi.e. f2-amino-2-hvdr nxvmethvlV1.3-propanedion salt 

The same procedure as employed in the preparation of Example 2 but using {(4-dec-l- 
ynylbenzyl)[4-(trifluaromethyl)benzyl]ammo}(oxo)acetic acid and tris 
(liydroxymethyl)ainino methane gave the titie compound as a white solid. M' 
(LC/MSCESI)): 472.3. HPLC (Condition A), Rt: 5.58 min (HPLC purity: 99.5 %). 

Pvam ple 413: ff4-dec-1 -vnvlbenzvn r4-ftrifluorDmethvnbenzv11amino>foxo')acetic acid Lr 
ar pinine salt 

The same procedure as employed in the preparation of Example 2 but using {(4-dec-l- 
ynylbenzyl)[4-(ttifluoromethyl)benzyl]amino}(oxo)acetic acid and L-arginme gave the title 
compound as a white powder. M(LOMS(EST)): 472 A. HPLC (Condition A), Rt: 5.55 min 
(HPLC purity: 99.6 %). 
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Example 414: sodium {f4-dec-l"VnvlbenzvlX4-ftrifluoromethvnbenzvlVam 
foxoWetate 

The same procedure as employed in the preparation of Example 2 but using {(4-dec-l- 
ynylbenzyl)[4-(trifluoromethyl)benzyl]amino}(oxo)acetic acid and sodium hydroxide gave 
the title compound as a white solid. M"(LC/MS(ESI)): 472.2. HPLC (Condition A), Rt: 
5.54 mm (HPLC purity: 99.6 %). 

Example 415: Preparation of a pharmaceutical formulation 

Pharmaceutical formulations using the compounds of formula (I) maybe prepared 
according to standard procedures known to a person skilled in the art. 

The following formulation examples illustrate representative pharmaceutical compositions 
using compounds of formula (I), while it is emphasised that the present invention is not to 
be construed as being limited to said the below formulations. 

Formulation 1 - Tablets 

An substituted methylene amide derivative of formula (1) is admixed as a dry powder with 
a dry gelatin binder in an approximate 1 :2 weight ratio. A minor amount of magnesium 
stearate is added as a lubricant. The mixture is formed into 240-270 mg tablets (80-90 mg 
of active substituted methylene amide derivative per tablet) in a tablet press. 

Formulation 2 - Capsules 

Substituted methylene amide derivative of formula (T) is admixed as a dry powder witii a 
starch diluent in an approximate 1:1 weigjit ratio. The mixture is filled into 250 mg 
capsules (125 mg of substituted methylene amide derivative per capsule). 

Formulation 3 Liquid 

Substituted methylene amide derivative derivative of formula (I) (1250 mg), sucrose (1.75 
g) and xanthan gum (4 mg) are blended, passed through a No. 10 mesh U.S. sieve, and then 
mixed with a previously prepared solution of microcrystalline cellulose and sodium 
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carboxymethyl cellulose (1 1:89. 50 mg) in water. Sodium benzoate (10 mg), flavor, and 
color are diluted with water and added with stirring. Sufficient water is then added. 

FoTmulatinn 4 - Tablets 

A substituted methylene amide derivative of formula (I), is admixed as a dry powder witii 
dry gelatin binder in an approximate 1 :2 weight ratio. A minor amount of magnesium 
stearate is added as a lubricant. The mixture is formed into 300-600 mg tablets (150-300 
mg of active substituted methylene amide derivative) in a tablet press. 

FormulaH ftTi 5 — Mection 

A substituted methylene amide derivative of formula (I), is dissolved in a bufifered sterile 
saline injectable aqueous medium to a concentration of approximately 5 mg/ml. 
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Rxam ple 416 : Biological assays 

The compounds of fomula (I), may be subjected to the following assays : 

(1) The FTP Enzyme Assay 

(2) The in vivo assay in db/db mice 
(1) The PTP Enzvme Assay (in vitro assay) 

Assays for the detemiination of the PTP inhibitory activity of test compounds are well 
known to a person skilled in the art An example of such an assay is described below : 

The PTP Enzyme Assay aims at determining the extent of inhibition of PTPs, e.g. of 
PTPIB, SHP-1, SHP-2 or GLEPP-1 in the presence of a test compound of formula (I)- The 
inhibition is illustrated by IC50 values which denote the concentration of test compound 
necessary to achieve an inhibition of 50% of said PTP's using the following concentration 
of tiie PTP substrate DiFMUP : 

- 5 /zM DiFMUP for PTPlb; 

- 20 ijM DiFMUP for SHP-1 and SHP-2; 

- 30 ^M DiFMUP for GLEPP-1. 

a) PTPs cloning 

The cloning and expression of the catalytic domain of PTPIB, may be perfomied as 
described in J. Biol Chem. 2000, 275(13), pp 9792-9796. 

h) Materials and Methods 

The DiFMUP assay allows to follow the dephosphorylation of DiFMUP (6,8-DiFluoro-4- 
MethylUmbelliferyl Phosphate) - which is the PTP substrate - mediated by PTP into its 
stable hyrolysis product, i.e. DiFMU (6,8-difluoro-7-hydioxy coumarin). Due to its rather 
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low pKa and its high quantum yield, DiFMU allows to measure both acidic and alkaline 
phosphatase activities with a great sensitivity. 

Assays were performed in a 96 well plate format, using the catalytic core of a human 
recombinant FTP as the enzyme and 6,8-DiFluoro-4-MethylUmbelUferyl Phosphate 
(DiFMUP, Molecular Probes, D-6567) as a substrate. Compounds to be tested were 
dissolved in 100% DMSO at a concentration of 2 mM. Subsequent dilutions of the test 
compounds (to yield a concenliatian of 100, 30, 10, 3, 1,0.3, 0.1, 0.03, 0.01, 0.001 jiM) 
were performed in 100 % DMSO using a Tecan Stand Alone Workstation. 5 /il of diluted 
compound or vehicle (100% DMSO = control) was distributed to a black Costar 96 well 
plate. 25nl of DiFMUP diluted in the assay buffer (20mM Tris HCl pH 7.5, 0.01% 
IGEPAL CA-630, O.lmM ethylenediaminetetracetic acid, ImM DL-Dithiothreitol) were 
added, followed by 20p,l of human recombinant PTP enzyme diluted in assay buffer in 
order to start the enzymatic reaction. Alternatively, 20^1 of human recombinant PTP 
enzyme diluted in assay buffer can be added to the dilutions of compound or vehicule 
(distributed to a black Costar 96 well plate), foUowed by 25^1 of DiFMUP diluted in the 
assay buffer. The.reaction ran for 30 minutes at room temperature before reading the 
fluorescence intensity (integral or intensity) on a Perkin-Elmer Victor 2 spectrofluorimeter 
(excitation of 6,8-difluoro-7-hydroxy coumarin is at 355nm, the emission at 460 nm, for 
0.1s). The percentage of inhibition is determined by measuring the relative fluorescence ion 
absence of a test compound (PTP inhibitor), i.e. with the solvent alone (5% DMSO). The 
ICso values for inhibition were determined in triplicates. 

The tested compounds according to formula (I) display an inhibition (illustrated by IC50 
values) with regard to PTP of preferably less than 10 jiM, more preferred less than 5 fiM. 

For instance, the compound of example 10 displays an IC50 value of 2.224 pM in respect of 
PTPIB, an IC50 value of 1.40 in respect of GLm>P-l, an IC50 value of 2.40 and 2.70 in 
respect of SHP-1 and SHP-2. 
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The compound of example 4 displays an IC50 value of 0,916 |J.M in respect of PTPIB and 
an IC50 value of 0.50 in respect of GLEPP-1, an IC50 value of 1 and 1.4 in respect of SHP-1 
and SHP-2. 

(2) In vivo assav in db/db mice 

The following assay aims at detemiining the anti-diabetic effect of the test 
compounds of fomiula (I) in a model of postprandial glycemia in db/db mice, 
in vivo. 

The assay was performed as follows : 

A total of 24 db/db mice (about 8-9 weeks; obt^med from IFFACREDO, 
r Arbreste, France) were &5ted during 20 hours. 

4 groups, each consisting of 6 animals were formed : 

Group 1 : The animals were administered (per os) a dose of 10 mg/kg of 
vehicle. 

Group 2 : The animals were administered (per os) a dose of 20 mg/kg of the 
test compound according to formula (I). 

Groiq> 3 : The animals were administered (per os) a dose of 100 mg/kg of the 
test compound according to formula (T). 

Group 4 : The animals were administered (per os) a dose of 200 mg/kg of the 
test compound according to formula (I). 

After oral administration of the compounds of formula (I) solubilized or sus- 
pended in CarboxyMethylCellulose (0.5%), Tween 20 (0.25%) and water as 
vehicle, the animals had access to commercial food (D04, UAR, 
Villemoisson/Orge, France) ad libitum. The diabetic state of the mice was 
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verified by determining the blood glucose level before drug adnoiinistration. 
Blood glucose and serum insulin levels were then determined 4 hrs after drug 
administration. 

The determination of the blood glucose level was performed using a 
glucometer (Precision Q.LD., Medisense, Abbot, re£ 212.62.31). 

The determination of the Insulin level was performed using an ELISA kit 
(Crystal CHEM, Ref. INSK R020). 

Changes in blood glucose and serum insulin of drug treated mice were 
expressed as a percentage of control (group 1: vehicle treated mice). 

Treatment {per os) of the animals with substituted methylene amide 
compounds of formula (I), at a dosage of 50 mg/kg, decreased the blood 
glucose level induced by food intake by about 20-40%. 



For instance, upon using the compound of example 10, i.e. {4-[(dodecylamino)carbonyl] 
benzyl} [4-(trifluoromefliyl) benzyl]amino}(oxo)acetic acid, the following decrease in 
blood glucose level as well as insulin level was determined : 



Animal Group 


Decrease in 
blood glucose 


±SEM 


Decrease in 
serum insulin 


±SEM 


Group 2 


17 


6 


-2 


7 


Group 3 


42 


6 


66 


8 


Gxoup 4 


48 


4 


89 


2 



(SEM = Standard Error of the Means) 
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